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1. HME HA JJEKAPCTBEHHWI ITPOAYKT

Bancapun AM 5 mg/160 mg dunMupany TabieTku
Bancapin AM 10 mg/160 mg punmupanu Tabierku

Valsavil AM 5 mg/160 mg film-coated tablets
Valsavil AM 10mg/160 mg film-coated tablets

2. KAYECTBEH H KOMIMYECTBEH ChCTAB
Bancasun AM 5 mg/160 mg ¢dunmupann tabneTku

Bcesaka dunmmupana Tabnetka cpabpxa 5 mg amioaunyH (amlodipine) (kaTo amnoaunuHos 6e3unar)
1160 mg BancapraH (valsartan).

Bancasun AM 10mg/160 mg ¢punMupanu Tabnerku
Beaka dunmupana Tabnerka ceappxa 10 mg amnozunue (amlodipine) (xato amnogunuHos 6esmwnar)
1 160 mg BancapraH (valsartan).

3a ITLAHUA CMIUCHK HA IMTOMOILIHUTE BELeCTRA BHKTE TOUKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
dunmupaHa Tabnerka.

Bancasun AM 5 mg/160 mg dunMupann TabIeTKH ca TBMHOXBIITH, OBaJIHH, ABOHHOU3IITBKHAIN
dunmupanu TabneTkH ¢ AppkHHA 14,6 mm + 0,2 mm u mypuHa 6,8 mm + (0,2 mm .

Bancasun AM 10 mg/160 mg ¢punmupanu TabneTkn ca CBETIIONKBITH, OBANHH, ABORHOH3ITEKHAIIH
dunmupany TabneTku ¢ qeipkuHa 14,6 mm + (0,2 mm u mypusza 6,8 mm + 0,2 mm.

4. KJIAHHYHHA JAHHH

4.1 TepaneBTHYURH NOKA3AHHS

JleueHune Ha €CEHIHANIHA XHIICPTOHHA.
BancaBun AM e noka3zaH NMpH BE3PACTHH MALMEHTH, YHETO apTEPHAITHO KPBBHO HANATAHE HE Ce

KOHTPOJNHpa ONMTHMATHO C MOHOTEPAINHA ¢ AMJIOAHITHH WIH BaliCapTtaH.

4.2 J[lo3apoBKa H HAYHH HA UPHJOKEHHE

Jloaupoexa

[IpenopbuBaHaTa n03HpOBKa Ha Bancasun AM e eaHa TabneTka QHEBHO.

Bancasuin AM 5 mg/160 mg Moxe aa ce npunara IpH NALMEHTH, YUETO apTePHAITHO HAJLATaHEe HE ce
KOHTPOJNiMpa aleKBaTHO MPH MOHOTEpanus ¢ aMJIOJHIME 5 mg WiM BancapraH 160 mg.

Bancaeun AM 10 mg/160 mg Moxe na c¢ npunara npH NalMeHTH, YHETO aPTEPHANTHO HAJIATAHE HE ce
KOHTPOJTHpA a€KBaTHO NMPH MOHOTEpaIuA ¢ amnoaumMe 10 mg wiu pancaprad 160 mg jgf
Bancasuwn AM 5 mg/160 mg.

Bancasun AM Moxe Aa ce npuiara He3aBUCHMO OT XPaHEHETO.

[Ipenopbuea ce, npeay NpeMHHABAHE Ha JICYCHHE ¢ (PUKCHpAHATa KOMOHHALINA, [ "
HHAMBHAYAIHO THTPUPAHE HA 03HTE HA OTAENTHUTE KOMITOHEHTH (T.€. aMJIOAMITHH Y)\BEAOY
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Koraro e noaxoadinoe oT KIMHHYHA MeaHa ToYKa, OM Morno aa ce ofcvKaa JRPEKTHO NMpeMKHaBaHe
OT MOHOTEPANUA KbM JIEUeHHe ¢ KOMOHHALHNA OT QUKCHPAHH AO3H.

3a yao0CTBO NaUMEHTHTE, KOUTO NPHEMAT BajCapTaH U AMJIOAMITHH KaTO OTAENHH TabAeTKH Morar aa
npeMHHAT Ha neucHue ¢ Bancasun AM, chabpXkall ChUIMTE A03H HA OTACTHUTE KOMNOHEHTH.

bvbpevuno yspesxcoane
Hsama HanuyHy KNIHHAYHK JAHHM PY NaLMeHTH ¢ TexXko 0bpbpeyuHo yepexaane. He ce u3uckpa

KOPMIrHpaHE Ha J103aTa NPH NaLMEeHTH ¢ JIeKO J0 yMepeHo 0b0peuno yBpexaaHe. [Ipu yMepeHo TexXKo
61.0peuHo yBpexaaHe ce NpenopbyBa CACACHE Ha HUBATA Ha KATUH U KPCaTHHMH.

Heprodpobro yspescoane .

Bancasiwi AM e npoTHBONOKA3aH MPH NAI[HEHTH C TEXKO YepHOAPOOHO yBpexkaaHe (BX. Touka 4.3).
Bancaswin AM 1psabsa aa ce npunara ¢ NOBUILIEHO BHUMaHHE MPH NAlMEHTH ¢ 4epHOAPOOHO
yBpexaaHe Wik OunuapHu o0CTPYKTHBHHM 3a001aBaHus (BaK. TOYKA 4.4).

[Tpy naupeHTH € NEKO OO0 YMEPEHO YepHOApoOHO yBpexaaHe 6e3 xonecraza, MaxcUMalHaTa
NpenopsLYBaHa 103a Ha pajncaptaH € 80 mg.

[TpenopbKM 3a fO3HpaHe Ha aMJIOJUIIMH MPH NAIMEHTH C JIEKO A0 YMEPEHO YepHOAPOOHO yBpexaHe
HE CA YCTAHOBCHM.

Ilayuenmu 6 cmapuecka évipacm (va/nao 65 zoounu)

[Ipy nanMeHTH B CTAPYECKA BH3PACT € HEOOXOAHMO MOBHILIEHO BHHMaHHe, 0COOEHO INPU YBEJIHYaABaHE
Ha ao3ata. IIpu npeMHHaBaHe Ha NMOAXOASALIH MAUMEHTH ¢ XHUIIEPTOHUA (BK. TOUKA 4.1) KbM NeUeHne ¢
aMnoaunyH uny Bancasun AM, Tpabra na ce W3nos3pa Hal-HHUCKATa HANMYHA 1038 HA aMJIOIMITHH,
NPUIATaH KaT0 MOHOTEpAaIud WIH ChbOTBETHO KaTo YacT OT KOMOMHALUA.

Ieduampuurna nonynayus
He ¢ ycranoBeHa De3ornacHocTTa U edpukacHOCTTa Ha Bancasun AM nipu aelia Ha BB3pacT noa 18
roauHd. Hama nanuyHu AaHHH,

HavgR BHA NpHJIOKCHAE
[Iepopanno npuioxeHue
[Ipenopruea ce Bancasun AM na ce npueMa ¢ ManKko KOJIWYECTBO BOJA.

4.3 [IIporrBomokasanus
e CBpPBXUYYBCTBHTEIHOCT KbM 8KTHBHHTE BEIIIECTBA, KbM AUXUAPOITHPHANHOBH NPOM3BOIHH HIH
KbM HAKOE OT ITIOMOIIHKTE BEIECTRE, H3OpOoeHH B Touka 6.1;
e Texxo yepHOApOOHO yBpexraHe, OunuapHa iIMpo3a WIH X0JlecTasa;
e Texxo 61K0peuno yspexnase (CKOpocT Ha riaoMepynHa ¢wrrpauus (GFR) <30 ml/min/1,73 m?)
¥ NpH NMalUeHTH H& XeMOAMWAIIN3a;

e EaHoepemeHHaTta ynotpefa Ha Bancasun AM ¢ anMckupeH-ChbABLPKALLM NPOAYKTH €
NPOTHBONIOKA3&HA MPH MallMeHTH CbC 3axaper auadeT win 6ubpeuno yspexaane (GFR <60

ml/min/1,73m2) (Bx. Touxu 4.5 u 5.1);
e BTopH n TpeTH TpHMECTHP Ha HPEeMEHHOCTTa (BIK. TOUKH 4.4 1 4.6);
o Texka XUNOTOHUR,;
¢ [llok (BxmoOYHTENHO KApAHOreHEeH WOK);

e OOCTpyKLMA Ha U3X0[a Ha J1dBa KaMepa (Hanp. xunepTpodudna oOCTPYKTHBHA
KApJAHOMHOTIATHA M BHCOKOCTEIIEHHA A0PTRA CTEHO34);

¢ XeMOOWHaMHYHO HecTabuHa ChpAcYHa HEAOCTATHYHOCT CNER OCTHP MHOKADIS

4.4 Cpenuanea npeAynpeXJeHHs H IpeANasHH MePKH OpA ynoTpeda
be3onacHocTTa M €PUKACHOCTTA HAa aMJIOJIMIIHH NPH XHIIEPTOHHYHA KPH3a He ok



Bpemennoct: [To BpeMe Ha OpemeHHOCT He TpAGBa Ja ce 3ano4Ba NeUeHHE ¢ AHFHOTEH3HH 11
peuenropuu anTaroHHCTH (AIIPA). Oceen ako Tepanuarta ¢ AIIPA ue e kpaiiHO HeoOxoanMa,
NalHeHTKUTE, MaHupaiH OpeMeHHOCT, TpROBa 1a NPEMHHAT Ha ATTEPHATHBHO AHTHXHNEPTEH3IHBHO
JIeYeHUE ¢ ycTaHoBeH nmpodwi Ha 6e3onmacHocT 3a ynorpeba npu 6pemeHsocT. IIpu ycraHoBABaHe Ha
OpeMeHHOCT, le4eHHeTo TpAOBRa Aa 6b/e npeKpaTeHo He3abaBHO H, aKO € NOAXOMALIO, A C& 3aNOYHE
aJITepHATHBHA Tepanud (BX. TO4kH 4.3 H 4.6).

IIanHeBTH ¢ HATPMEB- H/HIH 00eMeH JePRIAT

B ruiaue6o KOHTPOIMPaHH NPOYYBAHHUA, €KCLIECHBHA XHNOTOHMA ¢ce Habmonasa mpu 0,4% or
MALMEHTHTE C HEYCJIOKHEHA XHNEPTOHMS, NeKyBaHH ¢ Bancasuwn AM. CuMnToMaTHyHa XHITOTOHUSA
MOXE J1a HACTHIH MPH NMALMEHTH, KOUTO NpHeMaT aHrHoTeH3uH I peuernrropun Gn10KepH U NPH KOKTO
€ aKTHBHpaHa CHCTEMaTAa PEeHHH-aHTHOTSH3WH-aJI0CTEPOH (HaMp. MALHEHTH ¢ HaTPHEB W/HIK obeMeH
Re(HULMT, KOWTO NMpUEeMaT BUCOKH A03H auypeTHuM). [Ipenoprusa ce eueHHe Ha TOBA CHCTOSHUE,
npeaM Aa ObAe HazHaveHa Tepanua ¢ Bancasun AM win CTpUKTHO MEIULIMHCKO HAOMIOAEHHE NIPH
3a1I0YBAHE HA JICYEHHETO.

AKo nipH feueHKe ¢ BancaBun AM HacTBIM XHNOTOHKA, NMALMEHTDT TpAOBa fa 6bac NocTaBeH B
JIErH4NI0 MONOKEHHE H NNPH HeoOXOAMMOCT J1a ce MPRIOKH HHTpaBeHO3HAa HHbY3HA ¢ GPHIHONOrHUCH
pasTeop. JleyeHueTO MOXe Aa ObAe NPOABIDKEHO ClleA KaTo ¢e cTaduiM3npa apTepHaNHOTO HANAraHe,

XHnepKaJHEeMHUS
EnHospemMeHHaTa ynorpeba ¢ kanuesu 100aBKH, KATHA-CHXPaHABAILM AHYPETHLIH, 3aMECTHTEIH Ha

CONTA, ChALPKALIH KaJIMil WM JpYri JIEKAPCTBEHH NPOAYKTH, KOHTO OMXa MOTNIH Aa MOBULIAT HHBATA
Ha Kanuii (XerapHH M T.H.), TpROBa na ce OCBHINECTRARA ¢ NOBULICHO BHUMAaHHE H C YECTO
MOHHMTOpPHPAHE Ha CTOHHOCTUTE Ha Ka/lMH.

Creno3a Ba 6b0peuna apTepus
Bancasun AM TpabBa Aa ce npunara ¢ NOBHIICHO BHUMAHHKE 32 ICUCHHE HA XHMIIEPTOHHA TPH

MauyeHTH ¢ eJHOCTPaAHHA WM IBYCTPaHHA CTeHOo3a Ha OBb0pednuTe apTepuy WM CTEHO3a Ha
6nOpeuHaTa apTepus Ha €AMHCTBEH QyHKUHOHMpall 6bOpeK, Thil KATO NPK TAKKHBA MALHEHTH MOXE Aa
¢e NOJy4YH NOBHINABAHE HA YPESTa B KPHBTS B HA CEPYMHHSA KPEaTHHHH.

bulpeduHa TPAHCIIANTANHS
J[o TO3H MOMEHT HAMa HaTpyllaH ONMT MO OTHOLIEHHE Ha Oe3onacHaTa ynorpeda na Bancasun AM

NMpPH NalHeHTH ¢bC CKOPOLIHA ObOpevHa TpaHCIIaHTaLMs.

YepHoapobHO YBpEXKNAHE
BancapraH 0CHOBHO c€ €IMMHHHpPa HENPOMEHEH Ype3 xTbuKaTa. [1onyKHBOTHT Ha AMAOKHIIHH €

yABDKeEH, a croliHocTuTe Ha AUC ca rmo-BHCOKH MpH NALMEHTH ¢ HapylleHa YepHOAPOOHA PYHKLINA;
HE Ca YCTAHOBEHM IpenopbKH 3a go3upane. [lpunoxkeHuero Ha Bancasuin AM npH nareHTH ¢ fiexo
J0 YMEPEHO YepHOAPOOHO yBpeXKaaHe Win ¢ OunuapHu obcTpykTBHM 3abonsasanus TpsabBa na ce
OCBILIECTBABA ¢ 0cODEHO BHUMAHHE.

[Tpy NauMeHTH ¢ JIEKO 10 YMEPEHO YE€pHOAPOOHO yBpexKaane 0e3 xonecTa3a, MaKCHMATHO
IpEnopbUBaHaTa 103a Ha BajncapraH ¢ 80 mg.

bnbpedHo yBpexaane
He ce Hanara kopurapaHe Ha ao3ara Ha BajncaBun AM nipH nauMeHTH ¢ JIEKO 10 YMEPEHO YBpeXKIaHe

Ha 6B0peunara dyHkuus (GFR >30 ml/min/1,73 m2). [Ipn ymepeno 666peuHo yspexxaaHe ce
NpenopbyYBa CAeeHE Ha HHBATA HA KANHH ¥ KPCATHHHH.

IIbpBHYEH XHIEPAJIOCTEPOHHI LM
[TaiueHTHTE ¢ MBPBHYEH XUNECPAIJOCTEPOHHILM He TpAOBA Ia ce JIEKyBaT ¢ aH

pellenTOpHUA OJIOKep BancapTaH, ThH Karo TAXHATA PEHHH-AHTHOTCH3HH-aJIAOGk
3acerHara oT MbPBH4HOTO 3abonsgBaHe.

AHBrsoeaem




Cpo0I1aBa ce 3a CTyuan Ha aHTHOIEM, BKIIIOUMTENHO OTOK Ha JIAPHHKCA H [TIOTHCA, KOETO MOXe fa
noseae A0 OOCTPYKUHMA HA JHXATETHHTE MbTHLIA W/HNH OTOK Ha JIHLETO, YCTHUTE, (PapUHKCa W/WIH
€34KAa MPY NaLMeHTH, JIEKYBaHH ¢ Bancaptad. Hakon oT Te31 nallMeHTH ca KMany B MHHAJIOTO
aHrMOEREM, NPH JieUeHHeE C APYrH NeKapCcTBeHH NpoayKTH, BKmounTenHo ACE naxuburopn.
Bancabun AM TpadBa na Obae HezabaBHO NPeyCTAHOBEH fPH MALMEHTH, KOMTO MOJXYYAT AHIKOEAEM
W He TpA6Ba na UM OBjie NpHIarad OTHORO.

Chpaeyna HeAOCTATHYHOCT/IOCTMHEOKADACH HRGMADKT

Beneacreue Ha MHXHOHMpAHETO HA PEHHH-aHTHOTEH3HH-ATIIOCTEPOHOBATa CHCTEMA ITPU
npeapa3noJoKeHH NAHEHTH MOTaT Ja ce 04aKBaT npoMeHU B HubpeuHara pynkums. [Ipu naupeHT!
C TeXKa ChpAeYHA HEAOCTATBYHOCT, YHATO O pOpeuna pyHxuns 6M Morna aa 3aBHCH OT AKTHBHOCTTA
Ha peHHH-aHTHOTEH3HH-ANIAOCTEPOHOBATA CHCTEMA, JieueHUEeTO ¢ ACE HHXHOHTOPH M aHrHoTeH3HH I
peLenToOpHl ONoKepH ce CBBLP3BA C ONUTYPHA H/WIH NPOTPECHBHA a30TeMus K (PAOKO) ¢ OCTpa
OBOpeuHa HEAOCTAaTEYHOCT W/WIH CMBPT. [TogoOHH pe3yaTaTH ca JOKIANBAHH 38 BAJICAPTAH.
OueHKaTa Ha NAUMEHTHTE ChC ChpACYHA HEAOCTATHYHOCTH W HIIH NOCTMHOKapAeH HHdapKT Tpabaa
Ja BKIIOYBA BHHArW OLieHKA Ha Ob0peuHaTa QyHKiHs. |

B aBparocpoyno, mwiauebo-korTponupano npoyusase (PRAISE-2) ¢ amnoaunuH npH naiyesT« ¢
NYHA (New York Heart Association Classification) knac III u IV cbhpaedHa HegocTaTB4HOCT, ¢
HeHCXeMHUYHA €THONOrHA, aMNOAHITHH C€ CBBP3BA ¢ NMOBHUIEH Opoi cLobmeHn 3a 6enoapobeH oTok,
BLIIPEKH JIMIICATA HA 3HAYUMA PAaIMKA B YECTOTATA Ha BJIOLIABAINA C€ ChPACYHA HEAOCTATHLYHOCT B
CpaBHeHHe ¢ Iutanedo.

KamiueBHTe aHTarOHUCTH, BKIIOYHMTENTHO aMJIOAMITHH, TpAOBa f1a ¢e M3M0A3BAT ¢ NOBHIIEHO
BHUMAaHHUE MPHU NaLIMEHTH CHC 3aCTOMHA ChpAEYHA HEJOCTATBYHOCT, ThH KATO MOIAT J1a MOBHUIAT
PHCKA OT ChPACYHO-CBAOBH CHLOUTHSA H CMBPTHOCT.

AOpPTHA H METPAJIHA KIANHA CTeHO34
KakTo npu BCHYKH APYrH Ba3OAWIATATOPH € HEOOX0AMMO CMa3BaHE Ha CIIELIMAIHH NpeANa3Hy MEPKH
NPH NalHEHTH, ChC CTEHO3a HA MUTPAJTHATA KJ1ana WK a0pTHA CTEHO3a, KOATO HE € BUCOKOCTENEHHa.

oiiHo GUIOKHpaAHE HA PeHHH-AHTHOTEH3HH AA0cTepoHoBaTs cucTema (PAAC
HMMa panny, 4e eaHoBpeMeHHaTa ynotpeda Ha ACE muxuburopu, aHrnoteHsuH ll-perienropHu
Onoxepy WiH ATMCKHPEH NOBHILABA PHUCKA OT XHUIOTOHHA, XUIICpKaIHEMHA H HAMAJIABaHE Ha
O0b0peuHaTa pyHKLUHA (BKTIOUHTENHO ocTpa Op0peuHa HeaocTaTeuHOCT). Ilopanu ToBa He ce
npernopeysa ApoiHO 6nokupaHe Ha PAAC upes komOuHHpaHaTa ynorpeba Ha ACE HHXHOMTOpH,
aHruoreHsyH [I-peuenropHy Ookepyn WK anUCKUpeH (BXK. TOUKH 4.5 M 5.1).
AKO ce npeneHy, ye Tepanuara ¢ ABoiHo Gnokvpase e abcomoTHO Heobxoauma, ToBa TpaOBa na
craBa camMo noj HabMoAEHUETO Ha CNELMAIUCT U [TPU YECTO BHHMATETHO MOHUTOPHpaHe Ha
ObOpeunaTa QyHKIR, CIEKTPOJMTHTE KU KPBBHOTO HalAraHe.
ACE vaxubntopu u aHrnoreH3uH Il-petenrropru 6nokepu e TpadBa na ce H3MOI3BaT €AHOBPEMEHHO
npU NMalMeHTH ¢ AHabeTHa He(ponaTHs.

Bancasun AM e npoyuBaH caMO NpH MAaLHEHTH C XHIIEPTOHHA.,

HETecTHHANEH SHIHOCACM
3a HHTECTHHAJICH aHFHOESAEM Ce Cho01IaBa NpH NALMEHTH, JeKYBaHH ¢ aHrHoTeH3uH II penienmopuu
AHTAOHHMCTH, BKIIIOYHTENHO BascapraH (BK. Touka 4.8). Teau nauperTH UMaT KopemHa 60J1Ka,
rajeHe, MoBpouiuaHe U auapua. CHMIITOMMTE OTIIYMABAT C/E NPEYyCTAHOBABAHE HA AaHTHOTEH3HH [
peLeNTOPHUTE AHTATOHKHCTH. AKO Ce AHArHOCTHUHMPA MHTECTHHAJIEH aHTHOEAEM, JICUEHHETO C
BaJicapTaH TpAOBa Aa ce NPEeYCTAHOBH H Ja Ce 3an04YHe NOAXOAALI0 HAOMOOCHHE A0 bk
OTLIYMSBaHe Ha CHMITTOMHTE.

Ilomownu seuecmesa
To3u nekapcTBeH NPOLYKT ChAbpXKa r1o-Manko or 1| mmol Hatpuit (23 mg)
ce Kaxe, Yye MpaKTHYECKK HE ChAbPKa HaTPHH.




4.5 BianMoaelcTBHE C APYTrH JeKAPCTBEHH NPOAYKTH B APYrd ¢opMH Ha B3aHMOAeHCTBHE

BsaumosaelicTeus, o6y 3a koMbuHalKATa
He ca nponexaaHH NpOYUBAaHMA 34 JIEKAPCTBEHUTE B3aHMOACHCTBHA MLy Bancasun AM w apyru

NIEXKAPCTBEHH SIPOIYKTH.

Ja ce 83eme npedeud eOHOBPEMEHROMO NPUIOICEHUE

Hpyeu anmucumepmensugnu cpeocmsa

YecTo ynoTpedaBaHKTEe AHTUXUTIEPTEH3WBHHA cpeAcTBa (Hanp. anga Snoxepu, AMypeTHIIH) U APYTH
JIEKapcTBEHU NMPOAYKTH, KOUTO MOFaT /ia NMPeJU3BHKAT XUTIOTCH3UBHK HEXENaHHu ePeKTH (Hanp.
TPHLUMKJIMYHH aHTHAenpecaHy, anda dnokepu 3a nedyesne Ha GEHHIrHEHa MPOCTATHA XMMEPIUIa3us),
MOTaT Ja NOBHINAT aHTHXHIICPTSH3UBHHA ¢dekT Ha Bancapun AM.

BiaamonelicTBHS CBLP3aHH ¢ AMJIOAHOHH

He ce npenopvuea edonoepemennomo npunosxcenue

petingppym unu cox om 2petingppym

He ce npenopnuBa eAHOBpEMEHHaTa ynoTpeda Ha AMIIOAHMITHH € rpeANngpPyT WK COK OT rpeingpyT,
Thif KATO NMpH HAKOU NalMeHTH OHOHATNUYHOCTTa MOJXKe Aa c€ MMOBHIIH M Aa JOBele A0 3aCH/IBAHE Ha
AHTHXMNEPTCH3UBHATE €QECKTH.

H3uckea ce cneyuanio sHuManue npu eOHO8PEMEHHO NPUROICEHUE

CYP3A4 unxubumopu

EQHOBpeMEHHOTO NMPUIOKEHHE Ha aMJIOAMITHH cbe CWIHK WK yMepeHH CYP3 A4 unxuburopu
(nMpoTeasHy HHXHOHMTOPH, a30JHH NIPOTHBOrbLOMYHUN CPEACTBA, MAKPOIH/H, KaTO EPHTPOMHLIMH HITH
KIIAPUTPOMMIIHH, B€panaMia WK JWITHA3EM), MOXKe Na A0Bejle 10 3HAYHMO YBenHyaBaHe Ha
eKCTIO3HIMATA Ha aMJIOOMITHH. KNHHHYHATA 3HAYMMOCT Ha Te3l papMaKOKHHETUYHH BapHaltii MOXE
Aa € NMo-|3paszeHa NpH MauMEeHTHTE B CTap4yecka Bb3pacT. ToBa Moxe [1a HANOXKH KIHHHYHO

npocieadBaHe U KOPEKLHS Ha 103aTa.

CYP3A4 undyxmopu (anmuxougyncanmu [nanp. kapbamasenun, gpenobapbuman, penumoun,
gocenumoun, npumuoon], pupamnuyun, Hypericum perforatum)

[Ipu enHOBpEeMEHHO NPWIOKEHHUE HA H3BECTHA HHAYKTOpH Ha CYP3 A4 nna3meHaTta
KOHLIEHTpALM Ha aMJIOJHIIMH MOXe Aa Bapupa. [Topany ToBa KpBBHOTO HanAraHe TpabBa na
ce npocnenaBa U Aa ce OOMUCTH aJanTHpaHe Ha 103aTa KaKTo Mo BpeMe, Taka M cleji
eAHOBpPEMEHEH NpHeM, ocobeHo cbe cwin CYP3A4 uuayKTOopH (Hamp. puGaMITHLHH, KBJIT
KAHTAPHOH).

Cumsacmamun

MHOroKpaTHOTO NMPHWIOKEHHE Ha aMnoaunHH 10 mg eqHOBpEMEHHO Che CHMBacTaTHH 80 mg
MOBHLIABA ChC 77% eKCMO3HLMATA HA CUMBACTATHH CIPAMO CAMOCTOATEIHOTO MPHJIOKEHHE HA
cHMBacTaTHH. [IpenopruBa ce HaMasABaHe HA A03aTa Ha CHMBACTAaTHH 10 20 mg JHEBHO NPH
NalHEeHTHTE Ha NeueHHUe ¢ aMJIOJHITHH.

Lawmponen (unghysus)
ITpu xHBOTHH ca HabMI0AaBaHH JeTallHa KaMepHa GHOpHIaL|s U CbPACYHO-CBAOB KOMAIMC, CBbP3aHH
C XHNEpKanueMHs ciiell IIPWIoKEHHE Ha BepanaMHJI H HHTPABEHO3¢H JaHTponeH. Jlopaan puck ot
XHIEpKATHEMHS, C€ MIPENOpBbYBA Aa ce U30Arsa €JHOBPEMEHHOTO MPHIIOKEHHUE ¢ 8HTArOHUCTH Ha
KaJILKEBHTE KAHANN KATO AMAOAMITHH TTPH NallMeHTH, NPEAPA3NONONKEHH KbM MATMIHEHA
XHTIepTepMHA M NPU OBJAJABaHE HA MAJTIMFHEHA XUNEPTEPMHUA.

a ce a3eme npedsuo npu eOHOBPEMERHO NPURONCEHUE

HApyzu
[Npu KIHHHYHHA NPOYUBAHHA 332 B3aUMOAECHCTBHA, AMJIOJHUITHH HE NOBAMABA dap
aTOPBACTATHH, AUrOKCHH, Bap(apHH WIH UHKIOCIIOPHH.




BsauMoaelicTBAS CBLP3aHH ¢ BAJICAPTAR
He ce npenopvusa ednoepemenno npunosxcernue

STumui

IIpu enHoBpemerHa ynotpeba Ha ACE uHxubrropy M IUTHIA, ce chobinasa 3a 0OpaTHMO ITIOKauBaHe
Ha CEpYMHATA JIUTHEBA KOHLIEHTPALMA H MOBHLIABAHE Ha TOKCHYHOCTTA Ha JIUTHA. Bunpeku nuncara
Ha ONHT OT €JHOBPEMEHHOTO NPHJIOKEHHUE HAa BANICAPTAH H JIMTHH, Ta3H KOMOHHAIMA He ce
npenopbiBa. AKO eAHOBPEMEHHOTO NPUIIOKEHHE Ha BAJICAPTaH U JIHTHI Ce CUMTA 33 HECOXOAUMO, ce
Npenopb4YBa NEPHOAHWYHO MPOCeAIBaHe Ha CEPYMHHTE HHBA Ha NMTHH (BHXK Touka 4.4).

Kanuii — coxpanaeawyu ouypemuyu, xaruesu 006asku, KAIUU-CoOBPHCAUU 3aMecCmument Ha conma u
Opy2u Bewjecmeaa, Koumo Mo2am 0a nOSUAam RUeama Ha xanuu

AKO eIHOBpEMEHHO ¢ BaJiCapTaH ce MPEANKCBA ACKAPCTBEH MPOAYKT, KOWTO MOBIHABA HUBATa Ha
KaIMH, Ce NpenopbYBa MpOCIEAsBAHE H NEPHOANYHO U3CNIEABaHE Ha TUTA3MEHUTE HUBA Ha KaluH.

H3uckea ce nosuiuieno GHUMANHUE NPU eOHOBPEMEHRO NPUNOICCHUE

Hecmepouonu npomusosvanarumennu cpeocmea (HCIIBC), exmoueawu cenexmueru COX-2
unxubumopu, ayemuncaruyuiosa kuceauna (> 3 g /oen) u necenexmuenu HCIIBC

Moxe 1a ce Habmoaapa orciabBaHe HA AHTHXHIIEPTEH3UBHHUA €(DEKT, KOraTo aHrHoTeH3HMH |1
peuenTopHx 6aoxepH ce npunarar eaHospemeHHo ¢ HCIIBC. Ocsen Topa, enHOBpeMeHHaTa
ynorpeba Ha aHrMoTeH3HH aHruoTeH3uH I penerrropan 6nokepu m HCIIBC moxe na noseae no
MOBHLIABAHE HA PHCKA OT BAIOIABaAHE Ha 6bOpeunaTa yHKIMA M NOBHILIABAHE HUBOTO HA CEPYMHMA
kanuii. B 1034 cayuail ce npenopuuBa npocnenspale Ha Onx0peuHaTa GyHKIMA B HAYAIOTO Ha
JIEYEHHETO, KAKTO M ONMTHMAJTHA XUApaTalUMa Ha NMallueHTA.

Huxubumopu na vnmeux mpancnopmepa (puamnuyun, yuxiocnopun) unu eQpayKCHUR mpancnopmep
(pumonasup) |

PesyntaTure OT in vitro npoyUuBaKe ¢ ThKaH OT YOBELIKH YepeH Apod nokasea, ue BAJICAPTAH €
cyOcTpaT Ha yepHoApoOHus baTeitk TpaHcmopTep OATP1B! u Ha yepHOAPOOHHA eduiykceH
TpaHcrioprep MRP2. EqHOBpEMEHHOTO NPWIOKEHHE ¢ HHXHOUTOPH Ha BITEHK TpaHCNOpTEpA
(pHdaMNULIMH, HUKIOCNIOPHH) HIIH Ha eITYKCHUA TpaHCIopTep (PUTOHABUP) MOXKE 14 MOBHIIH
CUCTEMHATAa €KCIMO3HLMA Ha BaJICAPTAaH.

Leotumo 6aoxupane na PAAC ¢ APB, ACE unxubumopu wunu anucxupen

JlaHHH OT KIHHMYHH NpOYYBAHHA NMOKAa3BaT, He ABOMHOTO ONOKMpaHe HAa peHHH-AHTHOTEH3HUH-
anmocreponosara cucrema (PAAC) upes kombuHupanara ynotpeba Ha ACE unxuburopn,
aHrHoTeH3HH ll-peuenTopHu H10KepH MAKM ANHCKUPEH C€ CBBP3Ba C MO-BHCOKA HECTOTA HAa HEXKENaHU
cHOMTHA, KATO HANPHUMEDP XHITOTOHUSA, XMIIEPKAIHEMHA M HaMansaBaHe Ha ObOpeuHaTa QyHKIUS
(exmounTeNnHo ocTpa 6pOpedHa HeOJOCTATBEYHOCT), B CpaBHEHHE ¢ ynorpebaTa caMO HA €HO
cpeactso, geiicteailo BepXy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

Apyzu

[Ipy MOHOTEpanMi ¢ BAJICAPTAH HE C€ YCTAHOBABAT KIIMHHYHO 3HAYHMH B38HMOJACHCTBUA CBHC
ClIEXHHTE BELECTBA: LUMETHIHH, BapdaphH, Qypo3eMHA, AMIOKCHH, aTCHONON, HHAOMETALHH,
XHAPOXJIOPTHA3UI, aMJIOJAMITHH, ITIBOCHKIAMHN.

4.6 DepTunaTeT, OPEMEHBOCT H KbPMEHE

bpeMeHHOCT

Amnoounun
be3zonacHocTTa Ha aMIOAMITKH MO BpeMe Ha OPEMEHHOCT APH XOpa He € YCTaHOBEHS
NpPH )KUBOTHH, TIPK BHCOKH JO3H € HaOJogaBaHa penpoaAyKTHBHA TOKCHYHOCT (B
ITpunoxenue no Bpeme Ha OPEMEHHOCT CE NPENOpPBYBA CAMO KOratro Hima no-dex
H KoraTto OonecTra caMa no ced¢ CH HOCH NO-roiaM PHCK 3a MalikaTa u roja.




Bancapman

Ynorpebara Ha anrnotensuH 11 peuentopHu aHtaroHHcTH (AIIPA) e ce npenopbuBa o BpeMe Ha
ITHPBHS TPHMECTLP Ha OpeMeHHocTTa (BXK. TOuKa 4.4). Ynotpebara Ha AIIPA e npotuBonoka3ana no
BpEME Ha BTOPHSA M TPETHS TPHMECTBHD OT GpeMeHHOCTTa (BXK. ToukH 4.3 1 4.4).

EnnneMHONOrHMHHTE JAHHH 32 PHCKA OT TEPATOreHHOCT cnejl ekcno3uima Ha ACE urxudburopu no
BpeMe Ha ITbPBHA TPUMECTBP OT OPeMEHHOCTTA HE BOJAT A0 OKOHUYATEHH 3aKmioueHHs. Bee nak,
MaJIKO MOBHIIEHHE Ha PHCKA HE MOXeE /1a ce M3KIIIOUH. B1NpekH e HaMa JaHHH OT KOHTPOJIMpaHH
eNMUIEeMHONOTHYHH NMpoyuBanna 3a pucka npu AIIPA, nonobeH puck MoOXe Aa CBILIECTBYBa 32 TO3M
KJiac JeKapcTeeHH nmpoaykT. OcBeH ako npoabikaBaHeto Ha AITPA TeparmisTa ce cMeTHE 38
KH3HEHO B&KHO, NMAlIHEHTKH ¢ TUTAHMpaHHpaHa OpeMeHHOCT TpaOBa Aa MPpEeMHHAT HA AJITEPHATHBHO
aHTHXHNEPTEH3UBHO NIEUeHHE, KOETO ¥Ma YCTaHOBEH npodun Ha He3onacHOCT NpH OPEMEHHOCT. AkO
Ce YCTAHOBH OpeMEeHHOCT, JieueHHeTo ¢ AITPA He3abaBHO fia ce NPEYCTAHOBH M, KO € YMECTHO Aa Ce
3aMoyvHe AJITepHATHBHA Tepanus. '

Excnozumara Ha AITPA no BpeMe Ha BTOPHSA H TPETHA TPHUMECTBP Ha OpeMEHHOCTTa MOXKE A& NOBEne
no GheTOTOKCHYHOCT (HaManerue Ha 6b6pevHaTa QyHKIMA, ONHIOXUAPAMHHOH, 3a0aBeHa ocudHKaluA
Ha Yepena) ¥ HeoHaTallHa TOKCHYHOCT (6b0peyHa HeAOCTATBUYHOCT, XMIIOTOHHA, XMIIEpKaJIHEMHH)
(BX. TOUKA 5.3). |

B cnyuaii ue ce ycranoBu excno3yums Ha AITPA ot Bropus TpuMecThp Ha OpeMEHHOCTTA, ce
npenopbiBa NpoBepKa Ha 0L6pevHaTa QyHKILMA K Yepena Ha IU10Ja Ypes YIITpa3ByK.

Hosoponetu, uniito Maiixu ca npuemanu AIIPA, tpabsa BHMMaTenHo na 6baaT HabmronaBaHy 3a
XHIIOTOHHA (BXK. TOUkH 4.3 U 4.4).

KbpMmeHe
AMJIOHITHH C€ €KCKpETHpa B KbpMaTa NpH Xopa. Hactra or no3ara Ha Malikara, NIoJyuYeHa OT

KhpMayeTo, € H3YHCIICHa C HHTEpKBapTWIeH auanasoH 3 — 7%, ¢ makcumyMm 15%. EQexrsT Ha
aMJIOJIMMAH BBPXY KbPMAaUYeTaTa € HEU3BECTEH. 3aTOBa JleueHneTo ¢ Bancaswi AM He ce npenopeusa,
a ce MpeAnoYMTa AITEPHATHBHA TEpanui, ¢ ycTaHOBEH NMpod1 Ha 6e30MacHOCT 110 BpEMe Ha
KbpMeHe, 0CODEHO NMPH KbpMEHE Ha HOBOPOACHH MITH MMPEXACBPEMEHHO POREHH AeLia.

QepTUIHTET
HaMa KJIHHHYHA NpOY4YBaHHA OTHOCHO BIUAHMETO Ha Bancasun AM BBpXy ¢epTHIHTETA.

Bancapman

BancapraH HIMa HexellaHu eeKTH BbPXY pPeNpOdYKTUBHATA CIIOCOOHOCT HA MBXKKH H 2KEHCKH
IUIEXOBE NMPH MPHEM Ha nepopaiHy 4034 a0 200 mg/kg/nen. Ta3n nosa e 6 wpTH MaKCHManHAaTa
NPENOPLYUTENHE A034 [IPH XOpa, onpeaesieHa Ha 6a3a mg/m? (M3YMCIEHHETO € 3a MepopanHa A03a OT
320 mg/neH u 60-kunorpaMoB MALHEHT ).

Amnoounu

[Ip1 HAKOM NALMEHTH, NCKYBaHH C OJIOKEPH HA KA/IHHEBUTE KaHAIH, ca ChOOLIEHH 0OpaTHMH
OHOXHMWYHH IIPOMEHH B IJIaBHYKaTa Ha criepMaTosonaure. KiTHHMYHHTE JaHHH €2 HENOCTATHYHH 10
OTHOIIICHHE Ha NOTEHUHATHHA ¢(eKT Ha aMIOAMITHH BBpXY pepriwinuTera. [1pH eqno npoyusaHe npH
FUTBXOBE Ca YCTAHOBEHM HEXKENaHK ¢(PekTH BHPXY PEPTIIHTETA NPH MBXKKHTE (BXK.TOYKA 5.3).

4.7 EdexrTn Bopxy cnocofHocTTa 32 modHpane B pabora ¢ MAMHEAH
[TaneHTHTE, KOHTO NpHeMaT Bancasun AM # modupar win paborar ¢ MatuuHH TpAb
NpeaABHA, Y€ MNOHAKOra € Bh3MOXKHO Ja e MOABAT YMOpa H 3aMaiiBaHe.

AMIOIMIIMH MOXe A8 NOBAMAE B ¢1aba no yMepeHa cTeneH cnocobHOCcTTa 3a mod
MallHHH. AKO NMalMeHTHTE, NPHeMally aMJIOAHUIIKH, IOIY4aT 3aMaiBaHe, rnasod
razieHe, cCnocoOHOCTTa UM fia pearkpar Moxke Ja 6nae HapylleHa.




4.8 HexellaHB AEKAPCTBCHH PEAKIHH
O6o6wenne Ha npoguna Ha 6€30macHOCT
BesonacrocTra Ha Bancaeun AM e OLiCHEHA B NeT KOHTPOJIUPAHH KIMHWYHH MTPOY4YBaHHa ¢ 5 175
nalHeHTH, 2 613 OT KOHTO NoTy4aBaT Ba/icapTaH B KOMOMHALIMA ¢ aMNTOAUNUH. ClieABalyTe
He)XXeJIaHH peaKiMH 02 YCTAHOBEHH KaTO Hal-4ecTO Bh3HHMKBAILY WIH C Hal-ro/lgMa 3Ha4HMOCT, HIIH
KaTO HaM-TeXKH: Ha30(hapMHIrHT, rPUNONoAcOHH CHMITTOMH, CBPBXUYYBCTBUTENHOCT, I1aBodoIHe,
CMHKOI, OPTOCTATHYHA XHNOTOHHSA, OTOK, 38CTOEH OTOK, OTOK Ha JIMUETO, nepu(PEepHH OTOLM, YMOPa,
3adepBABaHe, C1abOCT WIM TOIUIH BBJIHH.

Hexenannre jeKapcTBEHH PEaKLMK ca MOAPEACHH M0 Y€CTOTa ChC CNCAHUTE O3HAUEHHUA: MHOTO YECTH
(>1/10); ywectut (=1/100 no <1/10); neuectu (=1/1 000 no <1/100); peaxu (=1/10 000 no <1/1 000);
mHOTO peaxH (<1/10 000); ¢ HeussecTHa yecToTa (OT HAIMYHUTE JAaHHHM HE MOXE Aa ObA¢ HanpaBeHa

OLICHKA).
MedDRA cacremo- | Hexenanm peaknun YecTOTA
OPraHHEH KJAcOoBe BaJjicaBH.1 AMI0AHOHH Baacapran
AM
HUndekium # Ha3sogapuHrur YecTH - -
uHdecTauU YecTn
["punononobuu
CHMITTOMH
HapyweHus Ha [ToHwkaraHe Ha C HeH3BecTHA
KpbBTa M THM(QHATa XeMOTIoOHHA U 4yecToTa
CHUCTEMA XeMaTOKpHTa
JepkoneHus MHoro peaku
Heyrponenus C Heu3BecTHA
4eCTOTa
TpombouuToneHus,
MOHAKOTa ¢ MypITypa
Mguoro peaku | C HeH3BeCTHa
4ECTOTA
HapyuieHus Ha CBpBXYYBCTBHTEITHOCT | PeaKH Muoro peaxn | C HeH3BeCTHA
MMYHHATa CHCTEMA 4yecToTa
HapyumeHus Ha AHOpeKcHA Heuectn -- -
MeTabOoNMM3IMa M XuneprajuueMus Heuectn - -
XPpaHEHETO XHIEPriIHKEMHA - Mmuoro penkn | --
XHMNEePIHITHACMHA Heuectn - --
XHIepypHKeMHA HeuectH -- -~
XHIOKAJTHEMHS YecTH —- --
XHIIOHATPHEMHKA Heuectn -- --
[lcuxuyHH Henpecus - HeuecTH --
| HapyLIeHus _TpesoxHOCT Penxu -~ --
HHcoMHMA/HapymieHnAa | -- Heuectu -
Ha CHHA
IIpomenu B -- Heuectn --
HaCTPOCHHETO |
ObsbpranocT - Peaku
HapyiuieHus Ha Hapyuiena HeuecTu ~-
HEPBHATA CHCTEMA KOOpAHHAUMS
3aMastHOCT (| Heuectn Yectn
ITocTypanna Heuectn --
3aMafgHOCT




Jucreysus -- HeuectH -

ExcrpanupaMuieH -- C HemsBecTHa | --

CHHAPOM 4eCTOTA |

['naBobonue YecTu YecTH -

XHIepTOHHA - MHoro peaku | --

_Ilapecreaunu HeuecTH HeuecTu --

Mepudepna -- MHoro peaku | --

HEBPONATHA,

HEeBPONaTH4,

HEeBpOnaTHi

COMHOIIEHTHOCT HeuectH | HectH ~-

Cunkon —- | Heuectn --

Tpemop -- Heuectn --

XHIIOCTE3HA HEYECTH
Hapymienus Ha ounre | 3purenHy HapylueHus | Peaxu Heuectn --

3puTenHo yppexnaaHe | HeuecTH Heuectn -
Hapymenus Ha yxoro | Illym B ymure Penku HeuecTH -
u nabupuHTa CBeTORBpPTEXK Heuectn -- Hevectn
CopaeysH [Tannuraumuu Heuectn YecTu -
HapyIleHU -Cunkon Penxu - --

Taxukapaus Heuectn - -~

ApHTMHH -- MHoro peaku | --

(BKITIOUYMTENHO

Opanyxapams,

KAMepHa TaXMKapaus

H NpEeAcChpPAHO

MBIKACHE)

MuokapaeH undapkr | -- MHoro peaku | --
CbeI0OBH HapylIeHHSs | 3auepBsiBaHeE Ha -- Yectn -

JTALIETO

XMIOTOHHS Penku Heuectn --

OprocraTuuna Heuectn -- --

XHUIIOTOHHA

Backyaur - Meuoro peakn | C Heu3BecTHa

| 4YeCcTOTa

PecnupaTopHH, Kainnnua Heuectu Muoro peakr | Heuectn
FPBAHH K HucnHes -- Heuectn -
MeAUACTUHATHH MapuHronapuHreanHa | HewectH -- --
HapyLleHHS Oonka

PHHHT .- Heuectu -
CroMalHO-4pEeBHU CromaleH | HeuectH HectH Heuectn
HapylueHH s mckoMmdopt, 6onka B

ropHarta 4acT Ha

KOpeMa

HHrecTrBaneH

aHrHoeZIeM

IIpomenu B upeBHaTa | --

NIEPHCTANTHKA ‘

3anex Heuectn /M"fm‘%;

Jlnapus HeuecTu | H ﬁ}ﬁa'

Cyxora B ycrarta Heuectn

Jucnencus --

["acTpur




XunepIuiazus Ha -- MHoro peakn | --
BEHLIMTE
["'apene FHetlecm Yectn -
[laHkpeaTHT -- MHoro peakn | -
[loBpeInane - HeuecTH -~
XenatoOwinapBu [Topuimasaue Ha - Muoro peakn* | C HeH3BeCTHA
HapylLECHUA YepHOAPOOHHTE 4eCTOTA
€H3HMH, BKIIOYHTEIHO
NOBHLIIABAHE HA
cepyMHHus OHIHpyOHH
XenaTur -- MHoro peakun | --
HHTpaxenaraiHa -~ MHoro peaku | --
XONeCTasa, KbJATEHHLA
HapyueHus Ha Anoneums -- Heuectn —-
KOXKATa U AHrHoeaceMm -- Mmuoro peaky | C HeH3BeCTHA
NMOAKOXKHATA ThKaH 4eCTOTa
Epurem | HeuecT - -
Epurema myatudopme | -- Mnoro peakn | --
Ex3anTem Peaxu Heuectn --
Xunepxuaposa Penxu HevectH -
Peaximiy Ha - Heuectn --
_OTOUYBCTBHTENHOCT
Ilpypuryc Penxu Heuectn C HeH3BeCTHA
4YeCTOTa
Iypnypa -- HeuecTn --
Obpus Heuectn Heuectn C Heu3BecTHa
4ecToTa
[IpoMaHa B 11BeTa Ha -- HeuectH --
KOXaTa
YPpTUKApHA H OpYTH -- Muoro peaku | --
BHAOBE 0OpHB
ExcdonuarneeH -- MHoro peaku | --
ACPMATHT L
Cungpom Ha Stevens- | — MHoro pegku | --
Johnson
Enem Ha Quincke - MHoro peagku | --
Toxcuuna C HeH3BeCTHa
enuaApManHa Y4ecToTa
HeKpoJu3a
Hapyuienus Ha Aprpanrus HeuecTH Heuectn -
MYCKYNHO-CKeneTHaTa | bonku B ropba HeuectH HeuyecTH --
CHCTEMA U OTOK Ha CTaBHTE Heuectn -- --
ChEAHHHTEITHATA MycKyIHM Cnia3Mu Peaku HeuecTH --
TBKaH Muanrus -- HeuecTH C Heu3BecTHa
4yecToTa
OTOK Ha INIE3CHATE -- Yectn --
YCellaHe 3a TeXECT Penku —- --
HapyuieHus Ha [loBHILIaBaHe Ha -- -- CH
OBOpeuMTe H CEPYMHHA KPEaTHHHH
NMHKOYHHTE THTHHIA MHUKIMOHHHM -- Heuectn
HapYIIIeHMA 3 :
Hukrypus —- Heuectn ST,
[Tonakuypus Penku Heuectn EAN i
PR



ITonuypus

Penxu

bubpeuna
HELOCTATBYHOCT U

C HeH3BECTHA
YecToTa

Hapymienusa Ha
'BB3NPON3BOIUTENIHATA
CHCTEM& M Irbpaarta

YBPEXKAAHE
HMIIOTEHTHOCT

Heuectt

Epexktunna
ANCPYHKLMA

Penxu

I'MHekomMacTus

Heuectt

O01u HapylIeHNs U
edeKTH Ha MACTOTO
Ha PHIOKEHHE

AcCTeHHMS

YectHu

Heuectn

Huckombopt, oo
HEPA3MNONOKEHHE

HeyecTH

YMopa

YecTH

OTOK Ha NUIIeTO

Hecrn

3auyepBsBaHE HA
NULETO, TOIUIH BHIIHH

YecTH

bonka B repaure,
KOSTO HE € CBbp3aHa
ChC ChPLETO

Orok

[lepudepun oToun

bolika

3acToeH OTOK

HacneasaHna

TloBHiIaBaKE Ha
_CEpYMRHSA KaJTHH

C Heu3BeCTHA
4ecToTA

IloBH1LIaBAHE Ha
TErnoTo

HeuectH

IToH>xapaHe Ha

TCIJ10TO

Heuectu

JomenHurenHa vHgpopMauns 3a KOMOMHHpAHHUA TIPOIYKT

[Tepudepen eneM — no3HaT edeKkT Ha AMITOJHITMH — KaTo LAI0 ce HabmonaBsa B ITO-HHUCKA CTEIICH Ha
nosBa IMpH NALMEHTHTE MOTYYABANH KOMOHHALMA aMIOAUITHH/BAJICApTaH, OTKOJIKOTO NPH TE3H,

noy4yaany caMo aMJIOAMIMUH. B Xxo1a Ha JBOHHO-CENK KOHTPOJHPAHHK KIHHHYHHE NpOYyYBaHHA,
nosApaTa Ha nepHdepeH eaeM cropen A03aTa € KAKTO ClieBa:

% nauueHTH ¢ nepudepHa | Bancapran (mg)
eaemMa _
0 40 80 | 160 320
amnoaunud | 0 3,0 5,5 2.4 1,6 0,9
2,5 8,0 2,3 5,4 2.4 3,9
5 3,1 4.8 2,3 2,1 2,4
10 [ 10,3 HAMa | hama 9,0 9,5

CpeqHUAT NPOLIEHT HA NOABA Ha NepHQEpHa eAeMa, eIHAKBO H3IMEPEH 3a BCHYKH JI03H, € 3,1% npH
KOMOHHALMATA aMJIOJIHITHH/BancapTaH.

ONLIHHUTCIHA HHPODM

34 OTACIIHHUTE ChCTABKH

MOCTMApPKETHHIOBHA ONHAT.

‘ Amnoounun




Yecmu COMHONEHTHOCT, 3aMasHOCT, NAIMUTALMH,
KOpeMHa O0oJIka, raneHe, OTOLH Ha IJIE3EHHUTE.
Hevecmu be3chbHHE, MPOMEHH B HACTPOEHHETO
(BKIIIOYHUTENHO TPEBOXKHOCT), AENpecUs, TpeMOp,
NUCTEY3MA, CUHKOI, XHITOSCTE3UA, 3PUTENIHH
HapyWEeHUA (BKTIOYHTENHO JUIUIONHA), LIYM B
YIIHTE, XHNIOTOHHA, AUCITHES, PHHMT,
NOBpPbIIaHe, AUCIIENICUS, ATONEeLKd, ITYPITYpa,
NPOMSHA B 1IBETA HA KOXKATA, XHITEpXUAPO3a,
NpypuTyc, 0OpUB, MHAITHs, MYCKYJIHH KpaMITH,
00/1Ka, MHKLIIHOHHH HAPYLICHHA, YBEITHYEHA
4eCcTOTa Ha YPHHUpAHE, HMIIOTEHTHOCT,
I'MHEKOMAacTHd, rpbiaHa 6onka, obuio
HEPA3NOIOXKEHHE, [TOBHINABAaHE Ha TerNoTo,
HaMaJIgBaHe Ha TETJIOTO.

Pedxu O61bpKaHOCT.

Mnozo peoxu JleskounroneHus, TpoMOOLIMTONECHN!S,
ANEPrudHM peakLMK, XHIICPIIHKeMHuH,
XHREPTOHMA, NeprdepHa HEBPONIATHA,
MHOKapAeH HH(papKT, apUTMHA (BKIIOYHTEITHO
Opagukapand, kKamMepHa TaXUKapIusa U
NPeACHPAHO MBXACHE), BACKYJIMT, MAaHKPEATHT,
raCTPHT, XUNIEPIIa3Ud Ha BCHLIUTE, XCTIATHT,
XBJITCHHLIA, NOBUIIEHHU YEPHOAPOOHH eH3UMK™*,
aHTHOeHEM, epuTeMa MynTHdOpME, ypTUKApUA,
ekcOHATHBEH ASPMATUT, CHHAPOM Ha Stevens-
Johnson, oTok Ha Quincke,

(OTOYYBCTBHTENHOCT.

Bancapman

C neuszeecmna yecmoma [ToHKkeHHe Ha xeMornoOuHa, NOHHKEHHE Ha
XEMAaTOKPHUTA, HEYTpOneHus, TPOMOOLIMTONCHHUS,
MOBUIUABAHEC HA CEPYMHHS KallHi, NOBHILIABAHE
Ha MOKAa3aTeNMTE 3a YepHOAPOOHA PYHKIMA,
BKJTIIOYMTESIHO NOBULIIABAHE HA CEPYMHHSA
SwinpyOuH, 6606peuHa HeAOCTATLYHOCT H

YBpeXKAaHe, MOBUINABAHE HA CEPYMHHI
KPEaTHHWH, aHTHOSAEM, MUAJITHA, BACKYJINT,
CBPBXYYBCTBHTENHOCT, BKIIIOUMTENHO CEPYMHA
bonecr.

Cpo0inaBaHu ca OTIEJHH CIIYMaH Ha €KCTPAIHPaMHACH CUHJPOM.

Cnobi1aBane Ha MOAO3HPAHH HEXKEIIAHH PEaKLIMH
Cro0waBaHeTo Ha NOAC3HPaHK HEXKEJIaHW peaklMH Cllell pa3peliaBaHe 3a ynorpeba Ha ICKapCTBECHUS
NPOAYKT € BaxXKHO. ToBa MO3BONARA A3 NPOABDKH HaOMIONEHHETO Ha CEOTHOMCHHETO NO/3a/pHCK 34
NIeKapCTBEHHA NPOoAYKT. OT MEAHIIMHCKHMTE CINIELMAIMCTH C¢ M3UCKBA Ja ChOOIIAaBaT BCAKa
NOJO3HpaHa HeXeNaHa peakiLus upes:
H3nbaHuTENHA areHnus Mo neKapcTBaTa
yi. ,,Jaman ['pyer” Ne 8

1303 Codus

Ten.: +359 2 8903417

yeOcaliT: www.bda.bg

4.9 IIpexo3npane




CHUMITOMM

Hsama onur cue cayvad Ha npeposupaHe ¢ Bancasun AM. ['naBHHAT CUMITTOM Ha NMPERO3UPAHETO ¢
BAJICAPTaH BEPOATHO € U3pa3eHa XUNOTOHHUA U 3aMasHocT. [Ipeno3upaHeTo ¢ aMaAQAKIIUH MOXE Aa
JOBEE A0 eKCTPEMHa nepudepHa BasoaAHIaTaUHa H BepOATHO pedniekcHa Taxykapaua. Uma
chOOllleHMA 3a CTYYaH Ha U3pa3eHa M MOTEHIHAJIHO MPOJOHIMpaHa CHCTEMHA XUIIOTOHUA JOCTHralla
J0 WOK ¢ daTajieH u3Xo/.

HekapauoreHneH 6enoapobeH oTok ce ¢bobinaBa paako KaTo HocneuLa oT Npeao3npane ¢
aMJIOIMITHH, KOHTO MOXe J1a ¢€ MPOsABH ChC 3a0aBeHO Hauamno Ha edekra (24-48 yaca cnep
AOrblaHe) ¥ A2 H3UCKBA M3KYCTBEHA BEHTUNALNA. PAHHUTE peaHHMalMOHHH MEPKH ( BKITHOUHMTENHO
HAaTOBApPBaHE ¢ TEYHOCTH) 32 NOAABP)KAaHE HA nepdys3uATa U cbpaeyHusa aedurt Morar aa Obaar
YCKOpABaUIN (PaxTOpH.

JleueHue |

AKO NPOAYKTHT € NOrbJIHAT HACKOPO MOTAT Jia ce 0OCHXKIAaT CTUMYJIHpaHe HAa NOBPBLIAHETO WIH
cToMalIHa npoMuBka. [IpunokeHHeTO Ha aKTHBEH BBHINIEH NPH 3paBH A00POBOIILIM HEMOCPEACTBEHO
WK JI0 JiBa Yaca cliell MOTAbIIAHETO Ha aMJIOAWITHH 3HAYHMO HaMaliaBa abcopOimsiTa Ha npoayKTa.
KnuHuyHO 3HaYHMaTa XUNOTOHUA NMOPanM npeno3upaHe Ha Bancasun AM u3uckBa akTMBHA
CbPACYHO-CHAOBA PEAHUMALIMA, BKITIOYBALIA YECTO KOHTPOJIMpaHe Ha ChPACYHATA M AMXATEIHA
¢yHKLUMS, MOBINWTaHEe HAa KPpalHULMTE W BHUMaHHe NO OTHOUICHUE HA UMPKYJIATOPHHUA 00eM H
avypesara. [IpuiokeHHeTo Ha Ba30KOHCTPHKTOP MOXKe Ja € OT [10J13a 32 Bb3CTAHOBABAHE Ha CHAOBHA
TOHYC M apTEPUHAIHOTO HaJlAraHe, B CiTy4ai Ye HAMa NPOTHBONOKA3aHHA 34 MPHIIOKEHHETO MY.
HHTpaBeHO3HOTO NPUNOKEHHE HA KAILMEB INIFOKOHAT MOXKe /1a € OT NOJI3a 32 NMPEOA0IABAHE Ha
eekTa OT 610KaAaTa HA KATLHEBHTE KAHAJIH.

BancapraH ¥ aMJIOAUNHKH HE C€ OUHUCTBAT IIPY XEMOAHANH3A.

S. ®APMAKOJIOTHYHH CBOHCTBA
5.1 PapmaxolHHAMHYAH CBOBRCTBA

PapmakoTepanesTHYHA rpyna: CpeacTsa NOBJAHSBAINH PEeHAH-AHTHOTEeR3HHOBATA CHCTEMA;
agraoren3nd Il penenTopan AHTATOBHCTH, KOMORHANHA; anrHOoTeR3HN |1 penenTopaH Oaokepr
H KaanuesH aaTaronuctTy, ATC xoa: C09DB01

Bancasun AM e xoMOHRalM OT ABe aHTUXMNEPTEH3NBHU CHCTABKHU C AOITBJIBALL C€ MEXAHH3BM Ha
KOHTPOJI Ha apTepUaIHOTO HajiArase npy MalydeHTH ¢ eCeHUHAlHA XHNEePTOHHUA: aMIOAUNHH
MPUHAICKH KbM K1aCa HA KaJILUEBUTE GaHTATOHHCTH, 4 BAJICAPTaH KbM Kiaca Ha aHrMOTeH3MH |l
peuentopHiTe Onokepu. KoMOnHaimsaTa Ha T€3M CHCTABKH UMA AIMTHBEH AHTHXHUNEPTEH3UBEH €(eKT,
KaTO HaMajiABa apTePHAIHOTO HaJIAraHe B MO-ToJIAMa CTENEH OTKOJIKOTO BCEKH OT KOMAOHEHTHTE T10
OTIEJTHO.

AMnogunun/Bancapran

KomOnHauMaTa Ha aMJIOIMITUH M BaJiICapTaH MpeIH3BHKBA A0303aBHCHMO aIMTUBHO NMOHW)KEHHE HA
apTEPHAIHOTO HAJNATAHE B PAMKHTE Ha TEPAlleBTHYHHA JO30B UHTEPBAL. AHTHXHIEPTEHIHBHUAT
e¢(EeKT Ha eJHOKpaTHa J03a OT KOMOMHAUMATA Ce 3aabPXKa B NPOABL/DKEHHE Ha 24 yaca.

ITnayebo-konmpoaupanu u3nuMeanun
Han 1 400 naupeHTH ¢ XUnepToHKUA ca npueMany Bancapun AM BeaAHDBK AHEBHO B IE
KOHTPOJIMpPaHH Npoy4BaHya. BKITIOUEeHH Ca BB3PACTHH ¢ JIEKa A0 YMEPEHA HEYCIIOXKHA
XMNEPTOHKA (CPEIHO NUACTONIHO HAJIAMAHE B CEAHANIO NoJiokeHne > 95 n <110 m ! g
BKJTIQYEHH NALMEHTUTE C BUCOK ChPACYHO CHhAOB PUCK — ChPAECYHA HEJOCTAThYHOCT]




N |1 1 HegoOpe KOHTpoNHpaH qHabeT THN 2, aHAMHE3a 32 MHOKApAEH HHPAPKT WIH HHCYAT B
nociaeaHara 1 roauHa.

AKMuBHO-KOHMPOAUPAHY UINUMBAHUR NPU NAYUESHMIU, HENOBAUANU Ce OM RPOSEOCHA MOHOMePanus
MHOroHneHTpOBO, paHAOMH3HPaHO, ABOMHOCHANO, AKTHBHO-KOHTPOJHPAHO, NTAPAIETHOIPYIIOBO
M3NHTBaHE, MOKA3Ba HOPMAJTH3HPaHEe Ha apTePHATIHOTO HaJisraHe (HaH-HUCKO AUACTONHO HASraHe B
ceaHano noaoxkenue <90 mmHg B kpas Ha Npoy4BaHEeTO) (IPH NALUEHTH, HUETO ApTEPHATHO
HAIATAHe HE Ce KOHTPOUpa AoCTaTh4uHO ¢ BaicapTaH 160 mg, npu 75% 0T nalueHTUTE JIEKYyBaHU C
amnoaunun/eancaprad 10 mg/160 mg u npu 62% oT nauMEHTHTE NeKyBaHHU C AMJIOJMITUH/BAJICapTaH
5 mg/160 mg, B cpapHeHHe ¢ 53% OT NaLMEHTUTE, KOUTO OCTaBaT Ha BajcaptaH 160 mg. Jobaeanero
Ha amyiogunuH 10 mg M 5 mg BOAH 0O AOIMBIHHTENHO TIOHIKABaHe Ha CUCTOJIHOTO/ AMACTOIHOTO
KpbBHO Hanarade ¢ 6,0/4,8 mmHg u crorBeTHO 3,9/2,9 mmHg, B cpaBHEHHE ¢ NAUMEHTHTE, KOHTO
OCTaRaT caMO Ha Tepanui ¢ Bancaprad 160 mg,

MHOIOLEHTPOBO, PAHIOMH3UPAHO, ABOHHOCIIANO, AKTHBHO-KOHTPOJIHPAHO, NapaleHOrpynoso
M3MUTBAHE MIOKa3Ba HOPMAIIU3HpaHe Ha apTepUanHOTO Halarake (Hail-HUCKO SHACTONHO HAJIATaHE B
ceaHano nonoxenne <90 mmHg B kpas Ha NPOYUBAHETO) NPH NALMEHTH, HHETO APTEPHAIIHO
HaNATraHe He ce. KOHTPOIMpa J0CTaThUHO ¢ aMnoaunuH 10 mg, npu 78% OT naLMeHTHTE NIEKYBaHH C
amyogunui/Bancaprad 10 mg/160 mg, B cpasHeHHe ¢ 67% OT MalMEHTHTE OCTABALIH HA TEPATTHA C
amyiogunuie 10 mg. JlobaesaHeTo Ha Bancaprad 160 mg BoaM 40 JOMBAHHTENIHO NOHHXABAHE Ha
CHCTOJIHOTO/ AHACTOIHOTO HanAraHe ¢ 2,9/2,1 mmHg B cpaBHEHHE ¢ MAUEHTHTE, KOUTO OCTaBAT HA
Tepanusi caMo ¢ aMnogunuH 10 mg.

Bancapun AM € H3NUTBaH H B aKTHBHO-KOHTPONMpaHO npoyuBaHe ripy 130 nauMeHTH ¢ XUNepPTOHUA
ChC CPEeIHO QHACTONIHO HANAraHe B ceHano nojoxexnue > 110 mmHg u <120 mmHg. B ToBa |
npoyusaHe (M3X0AHO apTepyanHo Hanarane 171/113 mmHg) neyennero ¢ Bancasun AM 5 mg/160
mg, TuTpHpaH A0 10 mg/160 mg, noHwKaBa apTepHANHOTO HAIAraHe B CEHANO NOJIOXKEHHE ¢ 36/29
mmHg cpasxeHo ¢ 32/28 mmHg npu nedenne ¢ nuzuHonpuwi/xuapoxnopornasua 10 mg/12,5 mg,
THTpHpan 10 20 mg/12,5 mg.

B nBe nuarocpoyHH npoyyBaHMa 3a npocneassaHe egexTsT Ha Bancasun AM ce 3anassa 3a nepuon
HAJ eAHa roaxMHa. BHe3anHoTO npeycTaHOBABaHE Ha JieueHHETO ¢ BancaBun AM He ce cBbp3Ba
Obp30 NOKaYBaHE Ha ApTEPHANHOTO HaJISFaHeE.

Bb3pacTra, NoabT, pacata WiM HHASKCHT Ha TenecHa Maca (30 kg/m2, <30 kg/mZ2) He nosnuasar
oTroBopa crpsmMo Bancasun AM. |

Bancasun AM He e npoy4YsaH npu NOMynaliuK OT NAUUEHTH C APYTrH 3a00N9BaHUS PAa3THYHU OT
XHNepTOHUA. BancapTas € npoy4yBaH NpH MAaLKEHTH ClieA NpexapaH HHPapKT Ha MHOKapJa M TaKKBa
CHC ChpAEYHA HEAOCTATBYHOCT. AMJIOZIMIIHH € NMpOY4YBaH NpH NalMeHTH ¢ XpoHHYHa cTabWiHa

. CTEHOKApJHs, BA30CNAaCTHYHA CTEHOKAPAMA H aHTHOrpadCck NOKYMEHTHpaHO 3aboJABaHe Ha
KOPOHAPHHTE CBAOBE.

AMIOTHIINH
AMIIOIMITHH, KOMTO BITH3a B cbCeTaBa Ha Bancasun AM urxudupa TpaHcMeMOpaHHOTO Hap/IU3aHE Ha
KAILMEBH AOHH B CHPAECYHHTE H CbAOBHTE INIAJKH MYCKYJIH. AHTHXMIIEPTEH3HBHOTO ACHCTBUE HA

aMJIOTMITHH Ce ObJKH Ha AUPEKTHHA penakCHpall eeKkT BbpXY ChIOBHTE INaJKH MYCKYJIH, KOETO

BOAH A0 HAMANSBaHE Ha CBAOBOTO CHIIPOTHBIIEHHE H HA apTEPHANHOTO HanArane. ExcnepuMeHTaHM
TAHHH MOKA3BaT, Y€ aMJIOAMITHH C€ CRBP3Ba H C AWXHAPONHPHAHHOBHTE H C HEAUXHIPOITHPH-
JVHOBHTE MeCTa 3a CBbp3BaHe. [Ipouecure Ha cbKpallleHHE Ha ChpACYHHUA MYCKYJT H
raajKyd MyCKYJIH Ca 3aBUCMMH OT MPUABIIKBAHETO HA H3BBHKJIETBYHHTE KANLHEBH HQE
Ha MYCKYNMTe npe3 cneunduyHy HOHHU KaHanveTa.
[TpunoXkeHHETO Ha TEpaNeBTHYHA A032 AMJIOAUIMH NPH NaLUAEHTH C XHIICPTOHHA Cf
Ba30AMIIATALMS, KOATO BOAM A0 HAMAJIABaHE Ha apTepHaIHOTO HaJISraHE B JIETHAJIC
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nonoxkenue. JIpu xpoHuuHa ynorpeba ToBa NOHMXKABAHE HA APTEPHATTHOTO HANATAHE HE CE ChITBTCTBA
OT 3HAaYHMH NPOMEHU B ChbpAEYHATa YeCTOTA WIIH MJIa3MEHUTE HUBA HA KaTEXOJIaMHHMHTE.

[InasmMeHWTE KOHLIEHTPALMH Kopeaupar ¢ edexTa KakTo Mpy MAaay Taka M NIPH NALHEHTH B CTapuecKa
BB3PacT.

[Ipy naLMeHTH ¢ XMIIEPTOHUA, ¢ HOpMaNHa O bOpeuHa PYHKLKA, TEPANEBTHYHHUTE J03H aMJIOAUITHH
BOJAT JI0 HAaMaNABaHe Ha OLOPEUHOTO CHAOBO CHIPOTHRIICHHE U YBEJIHYABAHE Ha rJIOMEpYJIHaTa
dunTpaums ¥ epekruBHUA 6BOPEUEH KPBBOTOK, 63 1a NpoMeHST PUATPALMOHHATA (paKLHuA WIH
[IPOTEHHYPHUATA.

Kakro u npu apyrute O/10KepH Ha KallliIMeBUTE KaHAIH, XEMOAWHAMHYHHUTE H3MEPBAHHUA Ha
CbpAcYHATa PyHKILUA B NOKOH U NPU HaTOBapBaHe (WIM XOAE€He) NpU NaLMEHTH ¢ HOpManHa PyHKLINA
Ha KAMEPHUTE, JIEKYBAHU C aMIOAUINHAH, KaTO LINO MOKA3BaT JIEKO NMOKAYBAHE HA CHPACYHMSA HHACKC
6e3 3Havumo noBnusBaHe Ha dP/dt unu Ha neBOKAMEPHOTO M AUACTONHOTO HANsAraHe WK obeM. B
NPOYYBAHUA 32 XEMOAHHAMHUKA, AMIIOAAMIIUH HE CE CBBP3BA C HEraTHBEH UHOTPONEH €PEKT, KOraTo Ce
[MPHJIara B FPAHHLIMTE Ha TEPANECBTHYHUTE J03KM NPU 3APaBH XKUBOTHH U XOpa, JOPH KOTFaTo NpH Xopa
ce npuwiara eZHOBpPEMEHHO ¢ OeTa-0NoOKepH.

[Ipu 3apaBu x0pa ¥ )KMBOTHH aMJIOAHNHMH HE NPOMEHA CHHOATPHAIHATA HOZAJIHA PYHKUHA H
ATPHOBEHTPUKYAAPHOTO NpoBeXJaHe. B KIHHMYHM NPOYYBAaHHSA, B KOUTO 8MJIOJUNHH € NPHIATaH B
KOMOMHalNA ¢ DeTa-010Kkepy Ha NALMEHTH C XMNEPTOHHA MIIM CTEHOKapAMd, He ca HabmogaBaHH
HEXeNaH! eeKTH CIpAMO napaMeTPUTE Ha EJIEKTPOKapAHOTpaMara.

Ynompeba npu nayuenmu ¢ xunepmonus

PannoMu3upaHo ABROMHOCIANO MpoyUBaHe 3a 3a00IeRaeMOCT U cMBbPTHOCT ALLHAT
(AHTHXHNEPTECH3UBHO H JUIMHAOMIOHKXABALIO NCYEHHE 3a NMPOPHUIAKTHKA Ha ChPACHUEH NPUCTBI)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nposeaeHo ¢ uen
CpaBHSABaHe Ha HOBHUTE TepallMM: aMJIoaUNKH 2,5-10 mg/aeH (kanuueB aHTarOHHCT) HITH JTH3HHONPHI
10-40 mg/nen (ACE uHXHOUTOP) C THAZHAHHUS JHYPETHK XJIOpTANUOoH 12,5-25 mg/aeH kaTo JeducHue
OT MbPBa TMHUA NIPH NALMEHTH C JIeKa A0 yMepeHa XHNepTOHHUS.

O6mo 33 357 nalMeHTH ¢ XMNEPTOHHUA Ha BB3PacT 35 rOAWHM H NMOBeYe ca OMIM paHAOMHUIUPAHH U
NPOCNEACHH 3a CpeaHo 4,9 roguHu. [lanMeHTUTe Ca KMATH NMOHE €IMH AOITBJIHUTENEH PUCKOB (aKkTOop
3a KOpOHapHa 60JIECT Ha CHPLETO, BKIIIOUMTETHO MpeALIecTBall MUOKapAeH UHPapKT WIH HHCYAT (>6
MECeLla NPeax BKIOUBaHE B NPOYYBAHETO) WIH J0KA3aHO JPYrO aTepOCKISPOTHYHO ChPACYHO-ChAOBO
3abongasaHe (Hana 51,5%), 3axapeHn nuaber tvn 2 (36,1%), TMNONPOTEHHH ¢ BUCOKA IUTBTHOCT -
xogaectepon <35 mg/dl wiu <0,906 mmol/1 (11,6%), nesokamepHa xuneprpodus, AHArHOCTHLKpaHA
ypes eneKkTpoKkapaorpaMa Uiy enekrpokapauorpageku (20,9%), nacrosin nmywauu (21,9%).
[TepBuyHaTa KpaiHa TOUKA € Ouna ChCTABEH MOKA3aTeNn OT (PaTajieH KOPOHAPEH HHUMAEHT WIH He-
¢daranen MuokapaeH nadapkr. He ca nabnrogasaHu 3HaMHMH paziMyuus 110 OTHOLISHHE Ha
MbpBHYHATA KpallHA TOYKa MEXAY TepanuATa ¢ aMJIOAMIIHH M TepaluaTa ¢ XJIOPTATUAOH: KOe(ULIMEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. [Ipu BTOpHYHUTE KpaHHH TOUKH, YECTOTATA Ha ChpEYHA
HEAOCTATHYHOCT (KOMIIOHEHT Ha ChCTaBHaTa KOMOMHHpaHa ChpASHHO-CHI0BA KpaliHa To4ka) ¢ OGuna
CUTBM(HKAHTHO NO-BUCOKA B Ipynara Ha aMJiOAHIHKH, OTKOJIKOTO B rpynara Ha xnopranuaoH (10,2%
capamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Bvrpexu ToBa, He ce HabmoaaBaT 3HaYHMH
pasfiMuMs MO OTHOLHEHUE Ha 0011aTa CMBbPTHOCT MEXKIY IMpynaTta Ha Tepanus ¢ aMJIOAMIHH U Ta3H Ha
Teparius ¢ xnopranuaoH RR 0,96 95% CI [0,89-1,02] p=0,20.

BancaprtaH
BancapraH e nepopaiHO aKTHBEH, MOIREH H crieuHuieH aHrHOoTEH3HUH 1l pelienTo

Toi Be3a€iicTBa ceIeKTHBHO BBpXY AT 1 peuenTopHHUs noaTHUN, KOWTO € OTrOBOPE
BB3ACHCTBHA Ha anruoTeH3uH ll. [lopHiIeHHTe M1a3MeHH HHBA HA @aHTHOTEH3HUH
peuenropHara 0/10Kkafna ¢ BaJiCapTaH MOTAaT Ja CTUMynHpar He Onokupanna AT2



H3rJeXKIa NpOTHBOAeHCTRA Ha epexkTa Ha AT peuenTopa. Bancaprad He nposBsiBa HUKaKBa YacTHYHa
aroHWCTHYHA akTHBHOCT KbM AT1 peuentopa u nma 3Hauutenso (oxkono 20 000 nxTH) no-ronam
aduHuTeT KBM AT peuenropa, oTKONKOTO KEM AT2 peuernropa.

Bancapran e unxubupa ACE, ussecteH 1 kato kuHasa I, koiTo npespriiia aHruoTeH3uH I B
aarnorensuH I u noHwkasa 6pagukuHnHa. Toit kaTo HAMa edexT BbpXxy ACE U He ce nmoreHuMpat
edeKkTHTe HA OpaAMKHHHH H cyOcTaHUMA P, € Manko BeposTHO aHrHoTeH3HH 11 penerrropuure
aHTarOHUCTH J1a C€ CBBP3BAT C Kalulkila. B KIHHAYHH NpOy4YBaHMs, KbJAETO BANICAPTAH € CPaBHABAH C
ACE uHXxHOHTOp, H34BaTa Ha cyxa Kauunuua e 3HauuMo (P <0,05) no-manka npy naLMeHTUTe
NIeKYBaHH C BaJicapTaH OTKONKOTO npu Te3u nexkyBaHu ¢ ACE maxuburop (cvorBeTHOo 2,6% cnpamo
7,9%). B xnuMHUYHH MPOYYBAHHS NPHU NALMEHTH C aHAMHe3a 3a CyXa KallJIHlia [10 BpEME Ha JIEUEHHE C
ACE uuxubuTtop, 19,5% ot npoyuBanute nnua nomyyasaury sancaprad U 19,0% ot resn
NnojyyaBalld THa3WAEH AMYPETHK HMAT KallUiMLa, cpaBHEHO ¢ 68,5% or nuuara nekysaHu ¢ ACE
nHxubuTOp (P <0,05). BancapraH He ce CBBp3Ba M HE DNIOKHpa peUENTOpH Ha APYTrH XOPMOHH WIITH
HOHHH KaHaJIH, 32 KOHTO € H3BECTHO, Y€ Ca BAXKHHM 33 ChbPASYHO-CHAOBATA perynalus.

[IpvnoxeHHETO Ha BajicapTaH MPHU NALMEHTH ¢ XHNIEPTOHHA BOAH IO NMOHWKABAHE HA APTEPHAITHOTO
HanaraHe 6e3 NOBJIMABAHE Ha MyJICOBATa YECTOTA.

[Ipu1 noBeveTo NAUMEHTH, CNeA CAHOKPATEH NEPOPANEH IIPHEM, HAYAIOTO HA AHTHXHIIEPTCH3UBHOTO
NEeHCTBHE € B pAMKHTE Ha 2 yaca, a NMKa B NOHWKABAHETO Ha aPTEPHATHOTO HAJIATAHE CE JOCTHIAa B
paMKHUTE Ha 4-6 Hyaca. AHTUXMIIEPTEH3MBHHAT e(eKT NpOoALIKABa HaJ 24 yaca cnel npuema. [1pu
peAOBEH NpUeM MAKCHMYMa B PEOYKLMATA Ha apTepHANTHOTO HaNAraHe ¢ BCAKa 1033, KaTo Lo, CE
MOCTHIa B paMKHTE Ha 2-4 CEMHLM H CE MOAABPKA B X0/]a Ha ALIroTpaiiHa Tepanud. BuesanHoto
NpeyCTaHOBABAHE HA JICYEHHETO C BAJICAPTAH HE C€ CBBP3Ba ¢ pHbayHa XHNepTOHUS WIH C APYTH
HEXEJIAHK KIIMHUYHH PEaKLIMH.

JIBoiiHa O1okana Ha peHHH —aHTHOTECH3UH — alI0CTEPOHOBATA CHCTEMA
JlBe ronemy paHaoMHU3NpaHd KoHTponupaHu npoyysanus — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texymo rnobanHo u3nuteaHe 3a kpahHU
TOYKH Ha TEJIMUCAPTAH, CAaMOCTOSTENHO U B XOMOHHaLHA ¢ pamMunpwi) 1 VA NEPHRON-D (Knuanuso
Npoy4BaHe CBBP3aHO C pa3BUTHE Ha HedponaTHs mpu Amaber, MporeneHO OT MuHHMCTEpCTBO MO
BBIIPOCHTE Ha BeTepaHuTe) — npoy4veaT ynorpebara Ha koMOuHaumaTa or ACE uHxuburop H
aHrHoteHsuH II-peuentopes 6aokep. "

ONTARGET e npoyuBaHe, NpOBEACHO NPH NALHCHTH C aHaMHe3a 3a ChPACHYHO-CHAOBA WIH
MO3BYHOCHI0BA O0necT, WK 3axapeH AMabeT THI 2, NPUIPYKEHH ¢ JaHHH 3a YBPEKAAHE HAa €QEKTOPHH
opraid. VA NEPHRON-D e npoyuBaHe npH mnauMeHTH CbC 3axapeH auaber THn 2 W auaberHa
HedporaTHi. ‘

Te3u npoyuBaHus He MOKa3BaT 3Ha4YMM OnaronpusareH edekt BbpXy OHOpeUHHTE W/HIH ChpAEUHO-
CBHAOBHTE TOCIEAUIIA H CMBPTHOCT, KaTO CBIIEBPEMEHHO ¢a Habmo/1aBaHW MOBHULIEH PHUCK OT
XHNEPKATHEMHA, OCTPO YBpeKaaHe Ha OBOpenTe WHIM XMNOTOHUA B CPABHEHUE C MOHOTEPANHUATA.
Karo ce uMar npeJBua CXOOHHUTE UM PapMakOoAHHAMHYHH CBOHCTBA, TE3H Pe3yNTaTy ca NPHIOKUMHU H
3a Apyrd ACE nuxuburops M aHruoreH3uH Il-peuenropuu 6nokepu.,

ACE nnuxubwropy u anrnoreHsuH ll-peuenropan 6nokepu caenosaresHo He TpAOBa Ja ce H3NON3BaT
eIHOBPEMEHHO NPH NaLUUeHTH ¢ AdabeTHa HegponaTHi.

ALTITUDE (KnHHM4HO NPOYYBAaHE MPOBEACHO ¢ AJIMCKUPEH NPH NALMEHTH ChC 3aXapeH AuadeT TUn
2 ¢ M3MON3BaHE HA ChPACYHO-CBHAOBH H OBOpeuHM 3a00NABaHHA KaTO KpaHHHA TOUYKH )

€ Npoy4BaHe, npeJHa3Ha4YeHo Ja W3C/IeBa Nos3ara ot A00aBaHeTO Ha alIMCKUPEH KbM CTaHapTHa
tepanusa ¢ ACE nuxuburop win anruorensu ll-peuenropex 6okep npyu nauKeHTH cbe 3axa
auaber THN 2 ¥ XpoHU4HO 61BOpeuHo 3abonaBaHe, CHPASYHO-CHAOBO 3ab0NSBaHE WK U B
[IpoyuBaHeTO € NPEKPATEHO NPSKACBPEMEHHO NOPAAM NMOBHUILEH PUCK OT Hebnaronpus
nocneauuM. Kakto cepae4yHo-CbA0BATA CMBPT, TAKa U HHCYJITLT Ca NO-YECTH B rpyra
aTMCKHpPEH, OTKOJIKOTO B rPynaTa Ha miaue6o, a npeAcTaBnaBalliuTe HHTEPEC HEXeN
CepPHO3HH HeXeNaHH ChOUTHA (XunepkandemMus, XHNOoToHUusa U OLOpeuHa TuchHyHKUMA
No-4eCTO B MPYNAaTa Ha AMHCKUPEH, OTKOJIKOTO B rpynara Ha ruauebo.




5.2 @apMAKOKHHETHIHH CBOHCTBA

JIuHeHHOCT
AMIOIMNMH ¥ BajicapTaH UMAaT JTHHEHHA (apMaKOKHHETHKA.

Amnoaunun/Bancapran

Crnen nepopaiHo NpuiokeHHe Ha Bancapun AM, NHMKOBH MNa3MEHHU KOHLUECHTPALMH Ha BancapTaH U
aMJIOJHUTINH C€ TOCTHraT 3a CbOTBETHO 3 M 6-8 yaca. CreneHra U cKopocTTa Ha abcopOums Ha
Bancapun AM ca ekBUBaJIEHTHH Ha OMOHAIKYHOCTTA Ha BaJICapTaH ¥ aMJIOAHUITHH, IIPWIOXKEHH KaTo

OTHEJIHH TabJIeTKH.

AMNOAUNUH
Abcopbyun: Cnen nepopanHo NPUIOKEHUE HA TepaneBTHYHA 032 aMJIOAHUITHH, NUKOBH IVIa3MEHH
KOHLIEHTPpAallHH ¢e JOCTUrar 3a 6-12 vaca. AbcomoTHaTa SHOHATHYHOCT € Mexay 64% u 80%.

DHOHANMHYHOCTTA Ha aMIIOJUITHH HE CE€ NMOBJUWABA OT NnpHEMa Ha XpaHa.

Pasnpeoenenue: ObGema Ha pasnpeaencHue ¢ npubausurento 21 Vkg. In vitro npoyyuraHus nokasear,
ye npubnuzurenno 97,5% ot uHpKyJMpatloTo JIEKAPCTBO CE CBBP3Ra C IUIA3MEHHUTE MPOTEHHH.

buompancgopmayus: AMnoannus ce Merabonusupa ocHoBHO (nipubauzntenHo 90%) B uepHua gpob
0 HEAKTHBHH MeTabONNTH.

Enumunupane: EnTMMUHHpaHeTO Ha aMIIOQUNUH OT [U1a3MaTa € OH(pa3HO ¢ TEPMHHAJICH NOMYKHUBOT Ha
enuMuHHpaHe npudausurento 30 no 50 yaca. CrauHOHapHHUTE TUIa3MEHH HUBA CE AOCTHIAT Clel
NpOABJDKUTENECH NPHeEM 3a 7-8 IHK. 10% o1 opurnHanHus amnoauriie ¥ 60% ot Heropure
MEeTabOoJIUTH c€ EKCKPETUPAT C YPHHATA.

Bancapran |

Abcopbyus: Cnexn nepopaliHoO MPHIOKEHHE Ha BaJiCAPTaH MMKOBUTE IU1a3MEHH KOHLICTPALIMH Ce
gocTurar 3a 2-4 yaca. CpeaHara abcomoTHa OHOHAIHYHOCT € 23%. XpaHaTa HaManaBa €KCIIO3HLMATA
(onpeneneHo vpe3z AUC) Ha sancapraH ¢ oxono 40% w nukosaTa rasMeHa koHUeHTpauus (Cmax) ¢
okoJ10 50%, BuIIpekH TOBa OKOJIO 8 Yaca Cliel NpHeMa IUIa3MEHHTE KOHLUEHTpaLUHWH Ha BajicapTaH ca
noaoGHH B IpYNUTE NPHEMaH JIEKAPCTBOTO CNEJ HaXpaHBaHE U Ha rinagHo. Tasm peaykums Ha AUC,
obaye He ce CHITBTCTBA OT KIIMHHYHO 3HAYHMa PEAYKLHMA Ha TepaneBTHYHMA €QeKT U N0 Ta3u NPUUHHA

BaJicapTaH MOXEC Oa CC IPUCMa HA 1JIaAR0 HIIK CNEA HaXpaHBaHE.

Pasnpeoenenue: CTaunOHApHUAT 00EM Ha pasnpeesiCHUE HA BAJICAPTAH Cle KHTPABEHO3HO
NpWIOKEHHE € OKONo 17 nurpa, KOeTo MNokKaspa, Ye BANICAPTaH He Ce pasnpeens IUPOKO B THKAHUTE.
Bancapran ce CBbp3Ba BbE BUCOKA CTEINEH ChC CEPYMHHTE NPOTEUHH (94-97%), OCHOBRO CBC
CepyMHHA anOyMHH.

Buompancgopmayun: Bancapran He ce Metabonu3Hpa BB BHCOKA CTENEH, Thid KaTO camo okono 20%
OT J03aTa ¢€ YCTaHOBABRA 1noj ¢popmaTta Ha MeTabonuTu. B nnasmara e yCTaHOBEH XUAPOKCH
META0OJIMT B HUCKK KOHLeHTpaluu (no-manko ot 10% or AUC Ha sancapraH). To3u Metabonur e
(apMaKOJOrM4HO HEAKTUBEH. |

Enumunupane: Bancapral nokassa MyJITHEKCNIOHEHLIMANTHA KHHETHKA Ha pasnaj (t'2 [ <l yacu tls _
0K0JI0 9 yaca). BancapraH ce enuMUHUApa OCHOBHO ¢ deueca (oxono 83% ot no3arta) U YpHHATE
(oxono 13% oT fo3aTa) OCHOBHO KATO HEMPOMEHEHO ChelHHEHHE. (el HHTPaBEeHO3HO BPMTIQaHs i
IJIa3MEHHS KJIHPBHC Ha BaicapTal € npubnuautenHo 2 /4, a 6v06peunus knupuHe e (2 X‘“‘ Ol
30% ot o6wua kaupbHE). [ToayKHBOTBT Ha BaicapTaH € 6 yaca.

Crennaiiy nonyaaiuy
Heduampuuna nonyrayua (ev3pacm noo 18 200unu)




Hama papMakOKHHETHYHH JaHHH 3a NalMEHTUTE Ha Bb3pacT noa 18 roanHs.

IHayuenmu 6 cmapuecka év3pacm (eéwv3pacm Hao 65 2o0unu)

BpemMeTo 3a 10CTHraHe Ha MUKOBH IUJIa3MEHM KOHUECHTPALMY HA AMJIOOHITHH € CXOAHO NPH MIIaau
MAaUHEHTH M MPH NALHEHTH B CTApYECKa BR3pacT. MMa TEHACHLIMA NpH NALHEHTHTE B CTap4ecKa
BBH3PACT KIHPBHCA HA AMNOAWNMH A HAMAIABA, KOETO BOAM A0 NOKAYBAHE Ha IUIOLUTA MO KPHRATa
(AUC) ¥ noayxupoTa Ha enuMHHUpane. CpenHara cucreMHa AUC 3a BajicapTaH € o BUCOKA ChC
70% nip nMalMeHTH B CTAPYECKa Bb3PacT B CPABHEHHE C MO-MJIAJH NALMEHTH, MOpPaaAH Ta3y NPHYHHA €
HeoOX0AHMO BHHMAaHHE NPH MOBHUIIIABAHE Ha J03aTa.

bvbpeuno yepescoane

dapMaxOKMHETHKATa Ha aMJIOAHINMH He Ce MOBJIHABa 3HAYMMO MIPH HapylueHHe Ha OuOpeuHara
¢yHkums. KakTo ce oyakea 3a BelIECTBO, YHATO O1OpeucH KnupbHC e caMo okono 30% ot obus
IU1a3MEH KIIMPBHC, He ce HabnmoaaBa kopenauus Mexcay 6nbpeunara pyHKLUHA B CHCTEMHATA
€KCNO3HLNA KbM BAJICAPTaH.

Yeproopobro yepeocoarie

Hanu4yHM ca MHOINO OrpaHHYEHH JaHHK 34 MPHJIOKEHHUETO Ha AMJIOAUITHH MPH MALMEHTH C
yepHOAPOOHO yBpexkaaHe. IlaluenTure ¢ yepHoApOoOHO yBpeXaaHe HMAT HaMalleH KJIMPBHC Ha
aMIIOAUNUH ¢ nocneapawo nokaupaHe Ha AUC ¢ npubnusurento 40-60%. [Ipu nauyenTH ¢ jieko 1o
YMEPEHO TEXKKO H3Pa3eHO XPOHHYHO YepHOApoOHO 3ab0NaBaHe €eKCNO3HLMATA KbM BAJICAPTaH
(onpenenena upes ctoiHocTHTe HA AUC) e ABa ITbTH NO-BHCOKA OT YCTAHOBEHATA NPH 3APaBH
106poBoILM (rpyNUPaHH IO BB3PACT, NoN ¥ Terno). IpunokeHUeTro npu NauHeHTH ¢ YepHOAPOOHO
3abosaBaHe TpAOBa Aa ce OCBHINECTBABA C NOBHLLIEHO BHUMaHKe (BXK. TOYKa 4.2).

5.3 IlpeaknHBHYIHEA JaRHH 33 Ge3zonmacHOCT

Amnoounun/eancapman

HexxenanuTre nekapcTBEHU peakUMK HaOMONaBaHH B MPOYYBAHHA NMPH )KHBOTHU HMAlUY BEPOSTHA
KIMHUYHA 3HAaYHMOCT €a KaKTO CJIe/IBa.

XucTonaTonorHuHK JaHHH 33 Bb3NajieHHe ca HabIoAaBaHH B XUIE3UCTUA CTOMAX NPH MEBKKH
ILTbXOBE IPH €KCNO3uuMs OT OKoJto 1,9 (Bancapran) v 2,6 (aMJIOIHIINH) ITBTH HaA KIHHHUYHHKTE JO3H
ot 160 mg BancapraH 1 10 mg amnoaunyH. [IpH Mo-BUCOKK €KCMO3HLIMH HMA YJILIEPALHMH U €PO3HH MO
CTOMAlIIHATA JINTABHLIA KAKTO MPH )KEHCKHUTE, TaKa H MPH MBXKHUTe IuibXxoBe. [lonobHu npomenn ce
Habnioaaear W NpM rpynara npHeMailia camo saacaptaH (ekcrosuuna 8,5-11,0 mbTH Hap KIHMHUYHATA
ao3a ot 160 mg Bancapran). |
Ipu excno3uuua 8-13 (Bancapran) u 7-8 (aMnoaunuH) NbTH HaA KIIMHUYHATA A03a OT 160 mg
Bancaptad ¥ 10 mg aMIIOZIMNKH C€ YCTAHOBABAT YBE/IMUYEHA HECTOTA M TexecT Ha ObOpeyHaTa
TyOynHa 6a30pwna/ XHATHHU3ALMA, AWIATAIIUS ¥ OTIMBKH, CBLIO H HHTEPCTHLIHATTHO TMMGOLHTHO
Bb3NajleHHe U XHnepTpodus Ha aprepydonapHata Meaua. CXOQHU IPOMEHH Ce€ YCTAHOBABAT B Ipynara
MnpueMalila caMo BajicapTaH {ekcnosuuus 8,5-11,0 Ty Han KiHHHYHATa A03a ot 160 mg BancapraH).
B npoyuBane 3a eMOpHO-¢eTanHo pa3BUTHE MPH ILTLXOBE e HaOI04aBaT yBENHYEHa YECTOTA Ha
AWIATHPAHH YpeTepH, MAIPOPMalLIMM Ha CTepHyMa W HeOCH(HIMpaHH (anaHry Ha NPEAHH Jany NpHu
€KCIO3WLMA OT OKOJI0 12 (BancapraH) ¥ 10 (aMnoaunyuH) MBTH HaJl KTHHHYHUTE 03 OT 160 mg
Bancaprad v 10 mg amnoaunul. dunatupadu yperepu ce HaOnOaasarT 4 B rpynara caMo ¢ BancapraH
(excno3vuMa 12 mbTH Hal KIMHUYHATA f03a oT 160 mg BancapraH). B ToBa npoyuBaHe WMa caMo
cnabo u3paseHy Oenesn Ha MaHYHHA TOKCHYHOCT (YMEpeHa peIyKLHA Ha TenecHoTo Terno). Hueoro,
NpH KoeTo He ce HabmoaaBaT edeKTH N0 OTHOLIIEHHE Ha Pa3BHTHETO € 3~(BaJICaPTAaH) H 4-
(aMNOAHIHNH) NbTH Haj KJIMHHWYHATA eKCrno3uLus (Ha 6aszata Ha AUC).

3a OTAENHUTE CHCTABKM HAMA AOKA3aTeACTBA 3a MyTAreHHOCT, KIaCTOreHeH eEKT K KGHIQENWEL &

AMaoounun
PenpoayKTHBHA TOKCHYHOCT




PenpoaykTHBHH NpOYy4YBaHHsA NPH MUILXOBE M MHMILKHM MOKA3BAT 3aKbCHABAHE HA 1aTaTa Ha paXKIaHe,
yaAb/DKEeHa NPOABLDKUTEIHOCT Ha paXKIaHETO M HAMAJICHa )XHU3HECNOCOOHOCT Ha MaJIKUTE IIPU A03H
npubnu3uTenHo 50 NBETH NO-BUCOKH OT MAKCHMATHHTE MPENOPBYUTEIHH A03M MPH X0pa, H3UHCIECHH

Ha 6aza mg/kg.

HapyuieHus BbB QpepTUnUTeTa

Hsama edexT BLpXY (pepTHIHTETA HA IUTHXOBE, TPETHPAHU C aMJTOAMITHH (MBXKH — 64 IHH M )KEHCKH —
14 anu npeaun ungTocBane) B 1031 a0 10 mg/kg/nen (8 mbTu* MakcumanHaTa npenopbUHTENHA A03a
3a xopa ot 10 mg, u3uucneHa Ha 6a3za mg/m2). B apyro npoyusate MpH IUI1bXOBE, MPH KOETO MBEXKKH
IUTbXOBE Ca TPETHPaHH ¢ amnoaunuH 6e3unat 30 AHH, ¢ 103a CpaBHMMA ¢ J03aTa TNIPH XOpa,
H34KHcieHa Ha Oa3a mg/kg, ca yCTaHOBCHH MOHWKEHM IIa3MEeHH (HONMKYIOCTHMY.THPALL XOPMOH H
TECTOCTEPOH, KAKTO H MOHKEHU IUTBTHOCT Ha CIIEpMAaTa H Opoil Ha 3penH criepMaTuau H
CEPTOJIMEBUTE KIIETKM.

KanueporeHesa, Myraresesa
HsaMa qaHHH 3a KaHLIEPOTE€HHOCT IIPH IUTbXOBE H MHLUKK, TPETHUPAHH ABE FOJHHHU ¢ aMIIOAUINHH B

XpaHaTa B KOHLIEHTPAllHH, H3YHC/IeHH Ja OCUIYPSAT JHEBHH A030BH HUBaA oT 0,5, 1,25 u 2,5 mg/kg/nen.
Haii-Bucokara no3a (npy MHLIKH - OJ1HM3Ka 10, @ NMPH MUIbXOBE — ABa MbTH* NO-BUCOKA OT
MaKCHMAnHaTa penopbyYHTe/IHA KITMHHYHA 0033 oT 10 mg, n3uncneHa 3a mg/m? ) e Guna 6nuska oo
MaKCHMATHO AOITYCTHMATa A03a 3a MHUIKH, HO HE H 3a IIbXoBe. [IpoyuBaHHa 3a MyTareHHOCT He
NOKAa3BaT JIEKAPCTBEHO-00YCNIOBEHH €(peKTH HUTO Ha N'eHHO, HUTO Ha XPOMO30OMHO HHBO.

* u3yMciena 3a nauMeHTu ¢ rerno 50 kg,

Bancapman

[IpeaAxnMHUYHUTE AAKHH HE [0Ka3BaT 0COOEH PUCK 3a XopaTa Ha 06a3a Ha KOHBEHUHOHAITHUTE
¢hapMaKONOrM4HHU TIPOYURaHUA 3a 6€30MaCHOCT, TOKCHYHOCT NPH MHOTOKPATHO IIPHIOKEHHE,
reHOTOKCHYHOCT W KapLUHHOTeHeH NOTeH1MaN.

[Ipy mbXoBe TOKCHYHHU A03M 32 MatikaTa (600 mg/kg/neH) no BpeMe Ha MOCNAEAHNATE AHH OT
OpeMeHHOCTTA U NEPHOLA HA TIAKTalU Ca JOBEU 10 NO-BUCKA CTENEH Ha NMpeXUBAEMOCT, no-cnabo
HAZIaBaHE Ha Tero M 3abaBeHo pa3BUTHE (OT/CIAHE HA YIUHATA MH/A ¥ OTBapAHE HA CTYXOBUS
KaHaJ1) Ha nokosieHueTo (k. Touka 4.6). Te3u ao3um npm ribxoBe (600 mg/kg/neH) npeacrapngasar
npuONu3nTENHO 18 MBTH MakCHMaHATa NIPENIOPBLYHUTENHA 4034 NPY XOpa Ha fa3ara Ha mg/m?2
(M34MCIieHMATA Ce OTHACAT 3a NepopanHa ao3a 320 mg/neH u nauueHt ¢ terno 60 kg).

[Tpy npeakI¥HUYHHN NPOyYBaHuA 33 Oe30nacHOCT BUCOKKM A03H BaicapTaH (200 no 600 mg/kg
TE€NECHO TErJI0) NPEeAH3IBUKBAT IMPH 1HLX0BE HAaMaNsBaHe Ha NMapaMETPHUTE HA YEPBEHUTE KPbBHH
KNETKH (€pPUTPOLIMTH, XeMOrNoOHH, XeMAaTOKPHT) U NPUUYKHABAT NPpOMEHH B ObOpeuHaTa
XeMOJUHaMHKa (IEKO NMOBULUAaBaHe Ha I1asMeHara yped, 6b0peuna Tybynna xunepnnasus u
bazodunua npu MukkutTe). Teau ao3u npu rwrexose (200 go 600 mg/kg/neH) nmpenctapngasar
npubnusureHo 6 1 18 MbTH MakcHManHaTa npenopbYMTENHA A03a MpY Xopa Ha 6a3ata Ha mg/m2
(M3yncneHnATa ce OTHACAT 3a nepopasiHa go3a 320 mg/aeH 1 nauneHr ¢ teryio 60 kg).

Ilpn MmapMoO3eTKH B TOAOOHHU 03U NPOMEHUTE ca NOAOOHH, HO MO-TEKKH, 0c00eHO B 6B0peLuTe,
KbAETO MPOMEHHUTE C€ pa3BUBAT 10 HEDpOnaTHA, BKIKOYBALLA ITOBHLISHH YPesd H KPEaTUHKH.
Habnronaea ce cuiio xuneprpogus Ha 60pedHHUTE IOKCTArTIOMEPY/THH KAETKH U NPH ABaTa BUAA.
CuyuTa ce, ye BCHUKH TIPOMEHH Ce€ AbJDKAT Ha (PapMakoONOrHyHOTO AEHCTBHE HA BAJIICAPTaH, KOETO
BOAH [0 NMPOABLIIAKUTENHA XUNIOTOHUA ocobeHo npu MapMoleTute. U3rnexna, ye TepanesTHYHaTa 4034
Ha BAJICAPTaH MPH XOpa He € CBbp3aHa ¢ xuneprpodua Ha 6bOpeuHHTe IOKCTArOMEPYTHH KDQFKY

6. PAPMAIIEBTU'YHH JAHHH

6.1 Cpnuchrk Ha NIOMOIIHHATE BellleCcTBA

MukpokpHcTaHa LEeTyN03a




Iloengon

Hulnecre, npexenaTHHU3HPAHO
CHIHLMEB AHOKCHA, KOJIONAEH,0€3BOAEH
Kpocnosuaox

HaTpHuep HULIECTEH MNTHKONAT
MarHeznep creapar

IIpeuncteHa roaa

[lokputne (Cnctas Ha Onaapai xbuiar)
Xunpomenosa (E464)

Turanor auokcun (E171)

Kbt xene3zeH okeua (E172)

Tank (E553b)

Makporon 8000 (E1521)
Yepen xenezeH okeun (E172; 3a 5 mg/80 mg u 5 mg /160 mg dunmupann tabaeTkH)
[Ipeuncrena Boaa

6.2 HecbBMECTHMOCTH
Henpunoxumo

6.3 Cpok Ha roamoct
3 rOAUHH

6.4 Choennaians ycJIOBHSA Ha ChLXPaHEeHHE
Jla ce cvxpanasa nop 30 °C B opruHaiHara onakoBka, 3a Aa ce NPEAnasy oT Bara.

6.5 Baana chbabpkKaHHe HA ONAKOBKATA
baucrepu ot npospauso PVC/ TE/PVAC/AL ¢onmo.
Bnuctepn ot npospauno PVC/ TE/PVAC/AL donuo, nepdopupaHo HA OTAETHHA JO30BH €AHHHIIM.

Konundectso(a) B egHa onakoska: 10,14, 28, 30,56, 60, 84, 90, 98, 100 dunmupanu tabnerku

He BcHuYKH BHAOBE ONAKOBKH MOrat aa ObaaT mycHaTH B npoaaxoa.

6.6 Cpoennajnd npeAna3HH MEePKH IPR HIXBLPAgHE H paboTa
HsaMma crieniuaniu U3HCKBAaHHUA 32 H3XBBPJIAHE.

Heu3non3paHMAT NEKAPCTBEH NMPOAYKT HIH OTHAABYHHTE MAaTCPHaJIH OT Hero TpabBa Ja ce¢ U3XBBPIAT
B CLOTBETCTBHE C MECTHUTE U3HCKBaHHA.

7. TIPHTEXATEJ HA PAZPEIIEHUETO 3A YIIOTPEBA

STADA Arzneimitte]l AG

Stadastrasse 2-18
61118 Bad Vilbel
['epMaHusa

8. HOMEP(A) HA PASPEHIEHHMETO 3A YIIOTPEFA

Bancapun AM 5 mg/160 mg — Per. Ne 2016ﬂ101
Bancarun AM 10 mg/160 mg — Per. Ne 20160102




9. JATA HA ITBPBO PAZPEHIABAHE/MOJHOBABAHE HA PAZPEILIEHHETO 3A
YIIOTPEBA

Hara Ha mupBO paspernapae: 29.03.2016

Hara Ha nocneaHo noaHopspane: 06.04.2021

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
Auyapu 20235 :




